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MATERIALS AND METHODS IF0/26/27

Prepared tclides stained with haematoxylin and eosin or by Perls'
Prussian blue method for iror together with further tissues embedded in
paraffin wax were received from Italfarmaco S.p.a. Milan. The material
was from Wistar rats dosed with the test compound, ITF 282, daily for 52
weeks, by oral gavage.

Histopathological examination was performed on male and female rats
from control and 85 mg/kg/day ITF 282 groups killed at termination of the
study.

Slides were received, stained with haematoxylin and eosin, of the
following tissues:

liver duodenum

spleen ileum

kidney jejunum
caecum
colon

Additioral sections stained by Perls' Prussian blue method for iron
were received of the following tissues:

liver spleen

Paraffin wax blocks were received of samples of the following
tissues:

heart cervical lymph nodes
avrta (usually salivary gland)
salivary glands adrenals

iungs pancreas

thyroids urinary bladder
trachea seminal vesicles
brain stomach

pitultary Oesophagus

testes spinal cord

ovaries muscle

uterus eyes

prostate sternum

These tissues were sectioned (at HRC) at S pm and scained w:ith
haematoxylin and eosin.

Additional sections of lung from a proportion of rats were stained
by Perls's Prussian blue method for iron.



RESULTS IF0/26/27

Individual animal histopathological findings are given in the Appendix and
group lesion incidences summarised in the tables. The following comments
are made 1n summary:

No treatment-related changes were detected.

CHANGES RELATED TO EXPERIMENTAL PROCEDURE

4
(Y

Minimal foci of pigmented macrophages were observed in the lungs in
3/23 male and 5/29 female rats receiving 85 mg/kg/day ITF 282 as compared
with 1/32 female rats and none in male rats in the control group. Moderate
foci of pigmented macrophages were recorded in 5/23 male rats and 6/29 female
rats in the 85 mg/kg/day group but not in any control animals. In addition
one male rat receiving 85 mg/kg/day had a single focus of pigmented
macrophages. :

A proportion of lung sections from these rats was stained by Perls'
Prussian blue method and the pigment stained positively indicating
haemosiderin.

In view of the nature of the compound and in the absence of systemic
effects the most likely explanation for this pulmonary haemosiderosis is
incorrect dosing during oral gavage with introduction of test compound
into the lungs.

INCIDENTAL FINDINGS

Other lesions described in the individual animal reports and listed
in the tables were considered spontaneous in origin and therefore of no
toxicological significance.



TABLE IF0/26/27

Microscopic pathology incidence summary

Males Females
0 1 2 3 4 0 1 2 3 4
Anjmals Logged: 22 Q 1] [ 23 32 ] 0 Y 29
Animal notes P T T T T Q 0 ] 1} 1 1 0 o ] 2
Not Remarkable ¢ o+ ¢« o o o o o o o o« s o ¢ o o » Q 0 0 ] 0 0 0 0 0 [}
Tumour bearing rat e s+ a4 s+ e e e o o« < 8« o » 0 0 0 [ 1 1 0 [ o 2
ROLEA « o « o o o o o o o o o o o o o o o o o o 22 [ 0 0 23 32 0 0 0 29
Not Remarkable « « ¢ + « ¢ ¢ « o o & o o o o o« 20 0 0 0 20 28 0 0 0 24
MiSEINGe « o o 4 o s .8 + s o 3 o o s o » %+ e = 2 0 o 0 3 4 o 0 [} S
Trachea « o« « 5 = % s o s o o o o o o s o v s o o 22 0 o 0 23 32 ] 0 0 29
Not Remarkable .« o« ¢ ¢ & o o ¢ o o o s o o o « 7 0 0 0 3 12 4] 0 0 4
MISBINGs ¢ o o « ¢ o o « o o o o o 5 o o o o o o k] 0 0 0 5 2 0 0 4} 7
Focal subeptithelial mononuclear cells . . . . .« 1 4] 1] 0 0 b] 0 0 Q 0
Moderate focal subepitheljal mononuclear cells 1 0 0 Q 0 1] o] o 0 0
Minimal subepithelial momonuclear cells . « .+ 1 0 0 0 ] L) 0 [} 1] o]
Subepithellal mononuclear cells . . . . . . . . 0 0 0 0 1 0 0 0 Y g
Minimal focal subepitheljal 1nflammation « e . 0 [ Q 1] 1 0 [+] 0 0 4]
Moderate focal subepithelial inflammation . . . 1 0 0 a 0 Q 1] 0 [+] 1]
Minimal subepsthelial snflammation e 2 s s v . k] [ 0 0 8 10 Q ] 0 16
Moderate subepithelial inflammation « « = + o+ t [} 1] 0 4 7 0 0 4] 1
Marked subepitheljal inflammaction « . + « « o 0 [ [¢] 0 v o 0 ] 0 1
Inflammatory cells In lumen . . « ¢« + o s & o+ o 1 1] 0 1) 1 0 0 "] ] 0
Minimal ‘nflawmmatory cells In lumen . . .« .« . 1 U 0 0 0 1] (4] 0 0 )
Minimal subepsithelial lymphoid aygregates . . . 0 0 0 0 0 1 0 0 0 0
Minimal subepithelial lLymphosd hyperplasia . . 1 4] 0 0 0 0 o 0 [ 0
Blood 1n lumen P T T S 2 0 0 0 L] 2] [} 0 Y 0
Squamous metaplasia of epithelfum . « . .« .« o+ = 0 0 ] 0 0 0 0 0 0 1
HBBLL o = =+ « o o o o o s o o & o o « o v + « o « 22 0 0 0 23 32 0 0 0 29
Mot Remarkable + o & ¢ ¢ o o 4 ¢« e a4 4 e e e s 19 4 0 0 20 3t Q [} 0 29
MISBINGs o o = + o o s o o o e o s e = e s e . s 2 0 [ 0 3 1 0 0 0 4}
Minimal foc) Of myocarditis . « + « o ¢ & ¢ & 1 [} 0 0 1} o ] o) Q 1]
LUNGS « + o + o o o s » o« o s s o o o o o « o o » 22 1] 0 0 23 32 0 0 ] 29
Nt Remarkahle « ¢ ¢ o o 4 o o o o o o o o o o o 0 ] 0 0 0 0 0 0 0 0
MISSINGs o o o o o o o s 4 s 4 e % e e e e e e 2 0 0 [+} 2 1 0 0 0 4
Focus of pigmented macrophages LI R ] 0 0 0 1 8] 0 1] ] 0
Minimal foc) of pilgmented macrophages . . .« .+ . 0 0 [} 0 3 1 0 4] 0 S
Moderate focy) of p)gmented macrophages « e . e [} 0 0 ] 5 0 L] [ 0 [
Minimal bronchiolar eprstheltral hypertrophy
with prominent qoblet cells e e e e e e e e e 9 [} 0 Q 4 1" 0 1] 0 10
Muderace bronchiolar epithellal hypectrophy
with prominent goblet celis . . . « . . . . . k] 0 0 0 12 6 0 a o 10
Minimal peribronchiolar lymphord aqgregates . . [:] ] 0 [ 2 12 1] 0 0 "
Moderate peribronchiolar lymphord aggregates . 7 0 o Q 15 15 0 0 (1] 12
Markud focal peribroachjiolar lymphoid
aggregyaces T Y 1 [}] 0 u b [} 0 o [} 0
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TABLE IFO/26/27

(Pathology - continued)

Males Females
0 1 2 3 4 ] 1 2 3 4
Animals Logged: 22 0 0 0 21 32 0 0 Q 29
#Marked peribronchiolar lymphoid aggregates . e q ] ] Q 1 1 Q 0 0 0
#Mrnimal peribronchjolar acini with
JAflamMAation + + ¢ & o & o = & = a2 2 e = & s o 1 0 Q 0 ] [} 1] [ 4] 3]

Moderate perjibronchioclar acini with

inflammation L T T
Bronchiectasis L T S S S T S S S S Y
Minimal focal pneumonItIs . . « ¢ s s e e s ¥
Focal pneumonitiB « o+ o o « o s o ¢ o o o o o o
Mintwmal pneumonitis o« o« « « 4 ¢+ & 2 = o« 4 s s
Moderate pneumonitis « e e e e
Focal purulent bronchopneumonjia « « « ¢+ + o+ o+
Purulent bronchopneumMOn’ad « « « o = o o o s & &
Bronchopneuaonia L
Pulmonary abacess(es) .« =« « o + o =+ o s o o« & &
Moderate pérsvaacular mononuclear cells .+ . .«
Moderata alveolar congestion/haemorrhage . e .
Focs of alveolar haemorrhage L Y
Focal alveolar haemorrhage e s e s v s s e e s
Moderate alveolar haemorrhage . « + « & & o« o« o
Minymal alveolar oevdema .« . .+ « + o o s+ 4+ 2 o o
Bruonchioler haemorrhage « « <« « « « o « « « s o
Blood in bronchioles L T T
Foct of ailveolar macrophages e s 4 e e e v e e
Focus ot foamy macrophages T e s s e e e e s e
MWinimal €foct of foamy macrophagesd . « <« « « +
Mcderave focs of foamy macrophages v e e s e
Areas of foamy macrophages e e e .
Giaauloma with central mineralisation .. « « o«
“Miniwal foct! of wmineralisatian PN
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Yulmonary cyst not visible In sectrons
Provided « o s+ s 4 e e e e e 4 e 4 e 4 e e e s 1 o 0 0 0 0 0 0 0 0
Cyst not present in sections examined o .« o+ . 0 [} 0 0 0 0 0 Q v 1
Lymph nN0d@S + « « o v o s o ¢ & a4 4 o « & s e e 22 [ 0 0 2] 32 0 0 Y 29
Hot Remarkable . « + o ¢ o o o o 2 o o o & s o o 2 0 1] 0 1 5 1] 0 0 2
MISSINGs s o o o = & 2 s e = 4 s s s e a4 s s e s 20 0 0 0] 22 27 V] 0 0 26
ADECBSS + « % v o » + 5 2 s o & o o & o s o o o 4] 1) '} 0 1] V] V] V] 0 1
LIVEE o s o o « a 1t v o o % 5 a2 0« e+ v s e s e s 22 0 0 0 22 32 0 0 0 29
Nnt Remarkable ¢« o+ o ¢ ¢ o o o » s » a s » s o a " 1] 0 0 1% 28 [s] [ [+ 17
MIBSINGe =+ » + = = + o o 3 e = s a4 v s oav 4 4 [ Q [ 1 2 0 0 ° 4
Minimal foc: of mononuclear cells . « . . . .« . 4 a 0 0 4 2 0 0 0 S
Minimal peripartsal snnonuclear cells o e v a4 e 1 Q0 0 o 0 o 0 4] 0 o
Mintmal bile duct hyperplagia « ¢ « » + » « o =« 0 0 0 0 0 0 1] 4] 4] 1
Focal bile duct proliferation « + o v & ¢ + o o 2 [\ 4] o [+] v 0 1] 0 0
Focus nf ground glass hepatocytes .« « + »+» « o« o [} [} 0 0 1 [ Q 1] Q Q
Mminsmal foct of ground glass hepatocytes « e b} 0 Q9 [+ t 0 0 0 0 0
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Minimal foci

Animals Logged:

of basophilic hepatocytes

Focus of hypertrophic hepatocytes . .

tac
toc)

Minimal
Minimal
Area of
Area of fibrosis,
tisgue - + o+ s e . .
Ardd of mineralisation
ynflammation « . e .

Focal periportal fibrous tisasu

Early fibrous bridging
¥focal hepatocyte necros
Minimal focl

is

.
bro

Minimal vacuolated hepatocytes
Focus nf vacuolated hepatocytes
Granuloma with central mineralis

Liver Perls’ . e s

Hot Remarkable . . . .
M3368)NGs o« & o & « o .

of hepatocyte vacuo

Trace of Perls' posjtive materia

Mminimal Perls'
Trace of centrilobular
matertal « + « o o . .

Perls'

#Miniymal centrilobular Perls’

Spleen e 4 e s s 4 e 4 e
Not Rewmarkable . « « . .
MiISBINGs o ¢ o « o o o

positive material

. ..
and

« e .
scarri
« e .
lation
.
« . .
ation
o ..
) S

posittive

pos

jtive

Minimal extramedullary haemopotesss .

bplean Perls’' . .+
dNor Remarkable . . . . .

MIsuinge s o o o o o 4
Trace of Peris’

positive mate

Minimal Perls' positive mater
Moderate Perls' posjt)ve matse

Mirxed Perls

Pancreas e e« 4 2 4 s e e
Nut Hemarkable . . . . .
MIABINTe = o & v o o o o
Minimal
Minimal pertarteritys .
Minimal focal

Exncrine acinar atrophy

inflammation

positive mater

.

peri-tslet si)derocytes

&

of hypertrophic hepatocytes
of siderocytes
fibrosis and siderocytes
inflammation and adjpose
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ng
. .
. e
o .
. ..
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. .
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TABLE IFQ/26/27
(Pathology - continued)
Males Females
0 1 2 3 4 Q 1 2 3 4
22 0 Q [} 23 32 0 0 0 29
“ e e o 0 0 0 1 0 [} [ 0 0
« o a o 0 Q 0 1} 0 0 0 "] 1
. s . 1 [} [} ] 2 0 0 0 [+ Q
e e 1 0 0 [+] (1] 0 0 0 0 ']
. s 1 0 o 0 Qg 0 0 0 0 0
o s . 1 L] 0 0 0 [} 0 [} 0 ]
« s . 1 1} [} [} Y o [\] 0 [} 0
o« s . 1 1} 1] 0 0 4] [1] ] 0 0
s e e (1] 0 1] 0 0 (o] 0 [} 0 1
. - 0 0 Q 0 [} 1] Q 0 [¢] 1
o . e Q [} Q o 1 0 0 0 0 0
. e e L] 0 0 1] 0 0 0 0 0 3
. s . Q [1] 1] 0 1 0 0 0 1] o
. . . ] 0 Q 0 1 0 [ [ 1] v
e . . 22 0 0 0 23 32 0 [} 0 29
« . 22 0 ¢ 1] 20 8 0 43 0 9
Y 0 Y [¢] 0 1 1 Q 0 D) 4
PR 0 0 (1] [} 1 V] 4 [} Q 0
. e . o 0 0 0 1 0 0 o Q 0
s e . [} ¢ 0 0 0 21 1] 0 4 16
rfal o 0 0 0 0 2 0 0 0 0
« e . 22 0 [ 0 23 32 0 4] 0 29
« s Al Q 0 1] 21 29 0 0 Y 26
« e e 1] 0 0 [} 0 1 1] 4] 1] 2
o . 1 0 0 0 2 2 Q 0 ] 1
o e . « e 22 0 0 ] 23 32 Q 0 0 29
RN « e . ¢ 0 0 Y 0 U ) 0 0 [¢]
PN e e 0 [ 0 0 1 1 [ 1] Q 2
I <« . « e e t 4] ] [ 1 4] [} [} Q 1
P e e 15 0 0 0 " 0o 0 0 0 Y
1 . « e . 6 0 0 0 10 25 0 Q0 0 24
« e . « . 1] 0 4] [} 0 6 0 0 0 <
T . .. 22 0 0 0 2] 32 0 [+ 0 29
o . . PN 16 0 0 Q 16 25 0 Q 0 16
e . RN 2 U 0 0 4 2 Q ) s} 7
“ e . o o+ 1 Q 0 0 0 0 0 [1] 0 Q
[ . e e 1 u 0 0 0 0 0 0 0 Q
. e . o e e ] 4 1] 0 1 0 ¢ Q 0 [}
o e . e . 2 0 0 Q < 5 Q 0 0 6



TABLE IFQ/26/27

(Pathology - continued)

Males Femalas
0 1 2 J 4 0 1 2 k] 4
Animals Logged: 22 Q 0 0 23 2 Qe o 0 29
Kidneys o « o « + o s s o o o o o o s « 2 o o = & 22 [ 0 0 23 32 0 0 0 29
Not Remarkable .« « « o o o o o o o s o s s o ¢ o 0 0 [} 0 5 22 0 0 [+] 16
MisBINGe « + s o o ¢ s o o o s 8 e v e s 2 s s o 2 0 0 o 0 1 o Q Q 0
Minimal foc) of interstitial mononuclear cells 7 0 0 0 14 2 ] 0 1] 6
Moderate foci of fnterstitial mononuclear
COLLS =« o o o o o & s e e o o s = e » e s & 1 [\] [ ] 1 4] V] 0 ] 1
focus of basophilic cortical tubules DT T N 2 Q 0 0 1 0 0 Q o 0
Minimal focl of basophilic cortical tubules . . 7 1] 0 4] 4 0 o [} 1] 0
Moderate foci of basophilic cortical tubules . 0 0 0 o 1 ] ] 0 0 0
Focus of djlated cortical tubules with
easinophilic contents s e % s e v e w 4 e % o g o 0 0 0 1] 0 0 ] 2
Occasional dilated tubules with eosinophilic °
CONL@NLB o o + o o o o o s o o o s« » ¢ o o o & 1 0 4] 0 0 ] 0 0 4] 0
Foc: of dilated ccrtical tubules with
@0SINOPNRILIC TORTENCE » o o « o s o o o o o o 0 0 0 0 1 0 0 0 [ 0
Minimal foci of dilated cortical tubules with
ecsinophilic cCoNLeNTts .« « « « o o+ o o & ¢ o 0 0 0 0 1 3 0 0 0 3
Minimal progressive glomerulonephrosis « o e . ] 0 ¢ 0 0 4 0 ] 0 2
Cortical CYST . « ¢ + o o o s & 2 s & o » & o & 1 [¢] 0 0 ] 0 ] 0 0 L]
Paripelvic lympholid aggreqatces L 0 o L] o 0 o g 0 0 1
Minimal tnflammat iON N MEBEANLELY « ¢ & o s o » 0 0 Q 0 1 0 [} 0 0 [}
Urrnacy bladder . o « o ¢ o o ¢ o o o o s+ & & o+ o 22 0 0 0 23 32 0 0 0 29
Not Ramarkable . + «+ ¢ « + & ¢ o o o« o o o o o » 15 0 [} o AR 25 0 0 0 A}
MISAINGe o o o o o » o o o & 5 &« o o o o o o o 2 V] 0 0 4 2 0 0 0 ?
Parasite(s) in lumen e s s s 4 e & e & s e = @ 4 0 [+] 0 6 5 4] o ) 3
Par+91t@s in MUCOBA « « o+ = o 4 « o o« s o s o o 2 0 ] 0 0 4 0 4] 0 4
Minimal sutmucosal mononuclear cells e o s+ s s 0 [\] 1] V] 1 0 0 0 o 4]
Tontaitns sullovd e e e ® 4 s s s & e 4 s e [} [t] 0 o 2 0 0 1] 1] [+]
Minimal 9e¢rosal Inflammation T T Y 0 0 0 o 1 0 0 [+] 0 0
Uterus e & & s e s + & & & s s e s = 4 e o v e 1] ] [} 0 o 32 ] 0 1] 29
Not Remarkable . ¢« ¢ o o« o o ¢ o » o s & » o s o 1] 0 0 0 [¢] 26 1] 0 0 16
MIBAIAGe = o + o = o s o s s 3 o s+ e+ o+ 4 x o » e 0 0 0 (4] 0 1 [¢] 1] 0 5
Enlometrial polyp + o « s o o o o o o o o o o 1] v 0 [¢] 1] ] V] o [} 0
Mintmal squamous metaplasia of endometrial
glanuds « + o ¢« 4 e e 4 s s F e 2 e 8 e e e e 0 1] 1] [} [1] 2 ] 1] [ Q
Minimal dt1lartacron of endometrial glands . & [/} 4] 1] 0 L] 1 1] Q 0 2
Minimal 1ilatation of lumen . .« ¢ « 4+ + o o * o [¢] 1} 0 [} 0 0 [+ [} Q E)
Mnderate dilatation of lumen e v e e s s e s Q0 0 Q [1] ] 1 0 1] 0 1
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No cocpora lutea
inflammat!

Birlateral cysts

Not Kemarkabhle
Facal prostatitia

Seminal vesicles
Not Remarkable

Not Kemarkable
Moderate uni

Minimal foc:

Squamous cystis)
Mr>nimal distended

Minimal congyestion
siderncytes
hyperplasia

Focal medulliary

.

Unilateral parovarja
Uniylateral haemorrha
Follicular cysts
Cysttc folliclets) .
NHo evidence of maes

1

ja
te

vacuoclated

cortical

hyperplasta

TABLE IF0/26/27

{Pathology - continued)

Males Females
0 1 2 J 4 '] 1 2 3 4
Animals Logged. 22 4] 0 0 2) 32 0 0 0 29
L T Q (] ] 0 Q 32 0 0 0 29
v e e e 4 s s s e e . 0 0 0 0 0 15 ] 0 0 13
I 0 1] 4] 0 ] k] 0 1] Q 5
s s e 4 4 s e 4 e e e 0 o 0 0 0 8 1] 0 0 ?
P S T 0 [4] 4] 0 ¢ 0 0 0 Q 1
P T T ) a [}) o [} [ 2 Qo 0 0 0
DI L T ) 0 0 0 1] [} 2 ) [} 0 [
P e e e e e s e e e 0 0 0 0 0 0 0 0 0 t
CYSt{s8) « ¢ ¢ ¢ o o o s 0 0 Q ] 0 0 (1] 0 V] 1
CYBL(S) + « o o o o+ o Q ] 0 Q 0 0 ] ] 0 1
e e e e e v e s e e . 0 0 0 0 [} 1 0 [ 0 0
v s e % e v e s e s . ] i} 0 o 0 1 0 4] 0 1
tion examined . . . . 0 4] 0 V] 0 ) [ [ 0 0
T T TN 22 Q 0 0 23 0 ] a 0 0
T 20 0 0 0 19 [} 0 0 0 0
c e e e e e e e e e 2 o a [} k] 0 [ 0 o 0
“ e e e s e e e e 0 0 0 0 1 0 0 0 4 0
@ e e e s e e e e e . 22 o 0 0 23 0 [ 1] 0 0
e e s e v e e e s e s 20 0 0 ¢ 19 0 ] 0 0 4
© e e e e e e e e e 2 0 0 0 3 0 0 ] 0 [
s e e o o a e 4 s e e 0 0 [} 0 A 0 0 0 o ]
e e s e e e s e e s 22 0 ] Q 23 0 0 4] ] 0
f e e e s e e s e e 17 [ 0 0 16 0 0 4] 0 0
e vt e e e e e e e e 3 0 1] 0 4 [} 0 ] ] 0
T atrophy + « o o « 1 0 0 0 1] Q 0 [\] 0 0
hyperplasia . e e 1 [ 0 0 0 0 0 [} o 0
rstictial cell hyperplasia . 0 0 0 0 3 i 0 [1] 0 0
@ e e s e e e e e e 22 0 0 o 23 32 0 0 [ 29
e e e e e e e e e 20 0 0 0 15 29 0 0 0 24
L T T 2 ] 0 0 S 1 0 [ 0 S
e v e 4 e e e a2 s s » 0 [} 0 (] 2 1 o 0 0 0
e e v e a e e e e 4] [} 1} 0 1 1 ] 0 [ 0
e v e s e a4 e a e s e 22 0 Q v 23 32 0 o 0 29
N T R S 16 0 0 o 16 30 3] 0 0 24
D T T 2 1] 0 0 4 1 V] [ [} 0
cells D 0 0 ] 0 2 1 "] V) 0 2
e e e e e e s s e [} [+] 0 0 o ] [+] 0 0 2
s e e s e e = e s s . [ [} il v 0 0 o 0 0 1
L T 2 U 0 0 t 0 1} [} Q 1
medullary hyperplasia . . . . . . 1 o 0 ] 0 V] 0 0 Q 0
s e e e e e e e e 1 ] [ 0 4 ] 0 0 0 0
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TABLE IFO/26/27
(Pathology - continued)
Males Females
0 1 2 3 4 0 1 2 3
Anjmals Logged: 22 Q 0 0 23 32 0 Q [}
PILUILALY « o o o o o o o 3 o o o o o o s o o o s 22 [} 0 0 23 32 0 0 0
Not Remarkable .« .+ .« &+ « o s+ o & & o o o o ¢ o o 13 0 [} 0 14 25 0 0 0
M188IDge & o o o o o = » s s e e o & 2 s e e . ? 0 0 0 7 4 0 0 0
Cysc(s) in pars anterjor e 2 s e e & s e s s e 2 0 0 1] 0 0 0 Q )
focal hyperplasia in pacrs anterior s e s 8w e ] ) 1] ] 0 1 0 Q 0
Adenome of pars anterior e e e e o 8 s s s e = o 1] 4] 0 1 1 1} 0 1]
Prominent acini and ducta in pars nervosa . .« . 0 o 0 Q 1 0 0 [} 0
Adjacent hasmorrhage e s 2 & s+ e e s » s e o @ (] 0 4] Q 0 3 0 o V]
Salivary gland ¢ « « o ¢ o o o o o o 4 s s s . 22 o [ 0 23 32 0 0 0
Not Remarkable .« . + ¢ « ¢ o o ¢ o o o 5 o« o o o 18 L] 0 0 19 3 [} 0 0
MISBINGe « o o o s v e v e e s e s s s s 4 s ox . 2 0 0 4] 3 1 0 1] [V]
Minimal foct of interstitial mononuclear cells 1 0 0 0 1] 0 ] 0 Q
Moderate foc) of interstitial mononuclear
CRLLA +« « ¢ v 4 4 4 s & s+ e e & s a4 e = s e e 1 0 -a Q 0 0 0 0 0
Minimal acini AtrophyY « « o o« o s o & o 4+ & o = 1] 0 0 0 1 1] 0 0 0
Minimal focal acinar atrophy T o 0 [/} [ ) 0 Q o 0
Oesophagus e s s & & e s 4 s 8 s w e e = o s = s 22 0 o Q 23 12 4] 0 0
Not Remarkable « «+ o « o o« & o 5 « s o s o o o » 17 ] 0 V] 20 30 0 [} ]
MIBBINGs o« o o s & o o & & s o & o = o+ 2 e 4 s S o 0 0 3 2 0 Q [+]
BLOMACHh « ¢ « o o o & o & o o 2 s e & s & 8 s e 22 0 0 0 23 32 0 0 0
Not Remarkable .« « ¢« ¢ o o o o« o o o o s ¢ o« s = 13 0 0 0 13 25 0 0 0
MiSBINGe + » o o 5 e s s e s s a & e x on e e s+ 2 a [} [ 3 1 0 /] [
Minimal mucosal Jnflamamation(g) ¢ « + + + o » = 3 ] 0 0 2 1 0 o 1]
Minimal submucosal Snflammation(gqg) « o o e e o 4 [+] 0 [\ 4 [+] 0 1] (4] o
Minimal submucosal ocedema(g) e e o s s s s e e 2 0 o Q 0 4] o 0 0 o
Focal submucosal adipose tissue(g) e+ s s e e 1 0 0 [+] 2 S 0 1] [1] 12
EctopiCc squamous epithelium(g) PR PO S 0 0 0 L] 1 0 0 Q0 0 0
Minimal submucosal congestion(ng}) « « ¢ « + V] Q 0 1] 0 1] 0 0 1] 1
Duodenum « e o s e & 6 o & s 4 e a o » s a 4+ e 22 4] 0 0 23 32 0 0 ] 29
Not Remarkable « .« + &+ o o o « o o o o = o« o o 17 0 4} 0 20 28 0 0 ] 25
MISEINGge o « o o o s o s 4 2 & 4 a2 s s e & 2 0 o 0 1 q 1] 0 0 4
Minimal mucosal inflammation e e+ x s s e 3 4] (1] 1] 2 V] 0 4] 0 1]
Jejunum « . ¢ o s s e s s e e e e s 4 e v s e 22 [{] 0 0 213 32 1] 4] 0 29
Not Kemarkahle . « s o+ e 2 s e e e e e e . 16 4] [ 0 9 27 Q 0 ] 25
MISBINGe o« + o 5 o « o« o s s s s s o« s+« o 4 3 0 0 h) 2 3 0 o [+ 4
Minimal mucnsal 1nflemmattion e e o+ e 4 e w0 2 Q 0 V] 2 0 0 1] 0 1)
Submucosal lymphoid hyperplasia . .« . + . « =« 1 Q 0 [ 0 2 [4] 0 [} Q
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Minimal mucosa

Minimal submucosal
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1
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inflammation
inflammat

Minimal submucosal lympho:

Skelecal muscle
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Spinal cord
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TABLE IFQ/26/27

(Pathology - continued)

Males Famales

0 1 2 3 4 0 1 2 3 4

Animals Logged. 22 0 0 [ 23 iz 0 0 0 29
e b e s a s s e s 22 0 0 0 23 32 0 0 0 29
e e e e e e e 18 0 0 0 16 27 ¢ 0 0 23
L T 2 ] 1] 0 4 3 0 0 0 4
[ 2 0 4} 0 2 0 0 0 0 o
I T 0 0 Q 0 1 2 0 0 0 2
L S Y 0 Q ] 0 1) [} [} 0 V] 1
s e e 4 e e s e e 22 0 4 0 23 32 0 0 4 29
P 10 0 0 0 15 16 0 0 v 13
L T T 9 0 [} 0 8 10 ] o Q 8
I T 2 0 Q 0 [ 2 [ 0 0 1
e 5 e e e s e e 1 0 Q 0 0 0 0 [} [ 1
100 ¢« 4 e e e e e 0 0 Q 0 ] 0 0 0 0 1
c e e e s e e e e 0 [ 0 0 0 0 [} 0 [+ 1
hyperplasia . . .« 1 0 0 0 1} S 0 0 0 7
s e e e s e s e e 22 0 0 0 23 32 [+ 4 Q 29
¢ s 4 e e s e s e 15 0 0 Q 14 20 0 0 [ 19
D T T S T 2 0 0 Q 2 3 0 Q 0 k]
¢ e a4 e e e = . 0 1} [} 2 S 0 0 0 2
L Y 2 0 [} 0 2 0 1] 0 0 1
jon « ¢ 4 0 e 4 . Q 0 0 o 1 0 ] 4] 0 1
hyperplaasa . . . . 2 ] 4] o 2 4 0 ] 0 4
e e e e e s e e 22 [} 0 0 23 32 0 0 0 29
© v e s e e e e s 12 0 0 [ 19 kR [ 0 0 23
P 10 0 0 1] 4 \ [\ 0 [ ©
L T 22 0 [} 0 22 32 o [+] Q 29
e & 4 2 s e 4 e e 18 5] 4 0 18 16 0 [+ 0 W7
L 4 ¢ 0 0 q 15 ] Q 0 12
¢« e s s e e 4 & s . 0 ¢ "] 0 1 ] Q 0 Q Q
L T T 0 ] 0 [ 0 1 o 0 0 0
e e e e e e e e e 22 0 0 0 23 32 0 0 0 29
L T 12 0 0 ) 15 26 0 [/} 0 20
C e e e e e e s s . 10 0 0 0 8 [ 0 0 [} 9
I T T 22 1] Q 0 23 32 0 u ] 29
e e e e e e e e 18 Q a [} 20 28 0 0 ] 23
e e e e a4 e e s . 4 Q 0 0 3 4 Q 0 0 [}



TABLE

(Pathology =~ continued)

Animals Logged:

SCErAUM « ¢ + « v o = 5 & s o 2 o ¢ o s o o & o »
Not Remarkable . « ¢ o « o = o & o o » o s o o+ =«
MI18BINYe o 5 o ¢ s s s s s e s & e v o s e s s

Mammary gland « ¢ o« o ¢ o 2 o o o o s o s e e o @
Not Remarkable . « o o+ o o o o o ¢ s o o & o o o

Females
0 1 3 4 [ 1 2 4
22 [ 0 23 32 [} 0 29
22 0 0 23 32 0 0 29
12 0 0 20 n 0 0 23
10 0 o 3 1 ] ] [}
[} [} [+] 0 ] 0 1] 1
0 o 0 0 0 Q 4 Q
0 0 1] [} Q [} [} 1

Mammary fibroadenoma e & e & e s 8 4 a4 e = v
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APPENDIX IFO/26/27

Rats killed at termination

Group : 0 1 2 3 4
Compound : - ITF 282
Level (mg/kg/day) : Control 10,6 21,2 42,5 85

Histopathological findings are presented by an automated data collection system and
the following comments should be noted:

The following abbreviations are used:

n.g. - non-glandular (region of stomach)

g - glandular (region of stomach)



Compound: ITF 282

Level:

Rat No./Sex: R 2

APPENDIX

(Pathology - continued)

IFO/26/27

Individual Animal Ristopathology

0 mg/kg/day

/M

Designated: TERMINAL

The following observations were noted:

Aorta
Trachea
Heart
Lungs

Lymph nodes
Liver

Spleen Perls'
Pancreas
Kidneys

Urinary hladder
Prostate
Seminal vesicles
Testes

Thyroids
Adrenals
Pituitary
Salivary gland
Oesophagus
Stomach

Caecum

Skeletal muscle
Eyes

Spinal corad
Brain

Sternum

The following tissues
Liver Perls', Spleen,

Pathologist: L.E.Fish

Date: 24 Oct8S

(Missing)

(Missing)

(M1ssing)

(Misging)

(Misgsing)

Area of fibrosis and siderocytes. Focal hile duct
proliferation.

Moderate Perls' positive material.

(Missing)

Minimal foci of interstitial mononuclear cells.
Minimal foci of basophilic cortical tubules.
(Missing)

(Missing)

(M1ssing)

(Missing)

(Missing)

(Missing)

{Massing)

(Missing)

(Missing)

(Missang)

{Missing)

(Missing)

(Missing)

(Missing)

{M1ssing)

(Missing)

were considered normal:
Duodenum, Jejunum, Ileum, Colon.
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound : ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 3 /M

Desiggated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrephy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Minimal pneumonitis. Pulmonary c¢yst not
visible in sections provided.

Lymph nodes (Missing)

Spleen Perls' Minimal Perls' positive material.
Testes Moderate unilateral tubular atrophy.
Pituitary (Missing)

Stomach Minimal mucosal inflammation(g).
Caecum (Missing)

Skeletal muscle (Missing)

Spinal cord (Missing)

Sternumn (Missaing}

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, laver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Seminal vesicles, Thyroids, Adrenals, Salivary gland,
Oesophagus, Duodenum, Jejunum, Ileum, Colon, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 OctB5



APPENDIX

(Pathology - continued)

IFO/26/27
Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day
Rat No./Sex: R 4 /M

Designated: TERMINAL

The following observations were noted:

Trachea Focal subepithelial mononuclear cells.

Lungs Moderate alveclar congestion/haemorrhage.

Lymph nodes (Missing)

Spleen Perls’ Minimal Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells. Focus
of basophilic cortical tubules.

Pituitary (Missing)

Stomach Minimal submucosal oedema(g).

Je junum . (Missing)

Caecum (Missing)

Colon Paragite(s) in lumen.

The following tissues were considered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus,
Duodenum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



T

o gt PO T RT3 R [ (7, Tt b Mg e

R

gy

¥

APPENDIX

(Pathology - continued)

IFQ/26/27
Individual Animal Histopathology
Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R S /M

Designated: - TERMINAL

The following observations were noted:

Trachea Minimal subepithelial mononuclear cells.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchiolar epithelial hypertrophy with prominent
goblet cells. Foci of alveolar macrophages.

Lymph nodes {Missing)

Liver Minimal periportal mononuclear cells.

Spleen Perls' Minimal Perls' positive material.

Kidneys Occasional dilated tubules with eosinophilic contents.
Testes Focus of interstitial cell hyperplasia.

Oesophagus (Missang)

Caecum (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Thyroids, Adrenals, Pituitary, Salivary gland, Stomach,
Duodenum, Jejunum, Ileum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology ~ continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: . 0 mg/kg/day

Rat No./Sex: R 6 /M

Desiggated: TERMINAL

The following observations

were noted:

Trachea Moderate focal subepithelial mononuclear cells.

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Migsing) :

Spleen Perls' Minimal Perls' positive material.

Pancreas Minimal peri-islet siderocytes.

Urinary bladder Paragite(s) in lumen.

Adrenals Minimal focal medullary hyperplasia.

Pitultary (Missing)

Oesophagus (Missing)

Stomach Minimal mucosal inflammation(g). Minimal submucosal
oedema(g). Minimal submucosal inflammation(g).

Caecum (Missxng)

The following tissues were
Aorta, Heart, Liver, Liver
Testes, Thyroids, Salivary
muscle, Eyes, Spinal cord,

Pathologist: L.E.Fish

Date: 24 Oct85

considered normal: .

Perls', Spleen, Kidneys, Prostate, Seminal vesicles,
gland, Duodenum, Jejunum, Ileum, Colon, Skeletal
Brain, Sternum.
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APPENDIX

(Pathology - continued)

I¥0/26/27
Individual Animal Histopathology
Compound: ITF 282
Level: 0 mg/kg/day
Rat No./Sex: R 7 /M

Designated: TERMINAL

The following observations were noted:

Trachea (Misgsing)

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells.

Lymph nodes {Missing)

Liver Focal bile duct proliferation. Area of mineralisation
fibrosis and inflammation.

Spleen Perls' Minimal Perls' positive material.

Pancreas Focal exocrine acinar atrophye.

Urinary bladder Parasite(s) in lumen.

Testes {Missing)

Duodenum (Misgsing)

Jejunum (Missing)

Ileum (Missing)

Caecum (Missing)

Colon (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Kidneys, Prostate, Seminal vesicles.
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

IP0O/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 10 /M

Designated: ~ TERMINAL

The followingﬁobservatlons‘were noted:

Trachea Minimal subepithelial lymphoid hyperplasia.

Lungs Minimal peribronchiolar lymphoid aggregates.

Lymph nodes (Missing)

Liver Minimal foci of ground glass hepatocytes. Minimal
of mononuclear cells.

Spleen Perls’ Minimal Perls' positive material.

Pancraas Minimal periarteritias.

Kidneys Minimal foci of interstitial mononuclear cells.
Minimal foci of basophilic cortiacal tubules.

Oesophagus (Missing)

Caecum (Missing)

Colon Minimal submucosal lymphoid hyperplasia.

The following tissues were considered normal:
Aorta, Heart, Liver Perls', Spleen, Urainary bladder, Prostate, Seminal
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Stomach,

foca

Duodenum, Jejunum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: S mg/kg/day

Rat No./Sex: R 11 /M

Designated: TERMINAL

The followling observations were noted:

Lungs Focal pneumonitis.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.
Spleen Perls' Moderate Perls' positive material.
Urinary bladder Parasite(s) in lumen. Parasites 1n mucosa.
Adrenals Focus of cortical hyperplasia.
Duodenum Minimal mucosal inflammation.
Jejunum Minimal mucosal inflammation.
Ileum Minimal mucosal inflammation.
Caecum (Massing)

Colon Minimal mucosal inflammation.

Eyes (Missing)

The following tissues were congidered normal:

Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Kidneys, Prostate,
seminal vesicles, Testes, Thyroids, Pituitary, Salivary gland, Oesophagus,
Stomach, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 14 /M

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation. Inflammatory cells
in lumen.
Lungs Moderate peribronchiclar lymphoid aggregates. Minimal

bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal focal pneumonitis.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.
Adrenals Focal medullary hyperplasia.

Colon Minimal submucosal lymphoid hyperplasia.

The following tissues were considered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder,
Progtate, Seminal vesicles, Testes, Thyroids, Pituitary, Salivary gland,
Oesophagus, Stomach, Duocdenum, Jejunum, Ileum, Caecum, Skeletal muscle, Eyes,
Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound : ITF 282
Level: 0 mg/kg/day
Rat No./Sex: R 16 /M

Designated: TERMINAL

The following observations were noted:

Lungs Minimal peribronchiolar lymphoid aggregates.
Lymph nodes (Missing)

Spleen Perls' Trace of Perls' positive material.

Kidneys Minimal foci of basophilic cortical tubules.
Urinary bladder Parasite(s) in lumen.

Eyes (Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, laver, Liver Perls', Spleen, Pancreas, Prostate, Seminal
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagqus,
Stomach, Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord,
Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 17 /M

Designated: TERMINAL

The following observations were noted:
Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
. lymphoid aggregates.
Lymph nodes (Missing)

Liver Minimal foci of ground glass hepatocytes.
Spleen Perls' Moderate Perls' positive material.

The following tissues were congidered normal:

Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary,
Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Colon,
Skeletal muscle, Eyes, Spinal cord, Brain, Sternume.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

1IF0/26/27
Individual Animal Histopathology
Compound: ITF 282
Level: 0 mg/kg/day
Rat No./Sex: R 18 /M

Designated: TERMINAL

The following observations were noted:

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Marked focal peribronchiolar
lymphoid aggregates.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Spleen Perls' Minimal Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.

The following tissues were considered normal:
Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder,
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary

gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

{Pathology - continued)

IF0/26/27

Indavidual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No.lSex: R 22 /M

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes {Missing)

Liver Focal periportal fibrous tissue scarring. Minimal foci
of siderocytes.

Spleen Perls' Moderate Perls' positive material.

Stomach Focal submucosal adipose tissue(qg).

Jejunum Submucosal lymphoid hyperplasia.

Caecum Parasite{s) in lumen.

Skeletal muscle (Missing)

Spinal cord (Missing)

Brain {Missing)

Sternum (Missing)

The following tissues were considered normal:

Aorta, Heart, laver Perls', Spleen, Pancreas, Kidneys, Urinary bladder,
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary
gland, Oesophagus, Duodenum, Ileum, Colon, Eyes.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

Lk B T

IF0/26/27

e

-

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 24 /M

Desi gnated: TERMINAL

IR # 1o ST T e

k)

The following observations were noted:
Trachea Moderate focal subepithelial inflammation.
Langs Minimal pneumonitis. Minimal bronchiolar epithelial

hypertrophy with prominent goblet cells. Minimal
peribronchiolar lymphoid aggregates.

Liver Minimal foci of hypertropnic hepatocytes. Area of
fibrosis, inflammation and adipose tissua.

Spleen Perla’ Minimal Perls' positive material.

Duodenum Minimal mucosal inflammation.

JeJjunum Minimal mucosal inflammation.

Ileum Minimal mucosal inflammation.

Caecum Minimal mucosal inflammation.

Colon Minimal mucosal inflammation.

Skeletal muscle {Missing)

Spainal cord (Missing)

Brain ’ (Missing)

Sternum (Missing)

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary,
Salivary gland, Oesophagus, Stomach, Eyes.

L
3
b
%
E
g';
£
¢
%‘_
£
¥

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(pathology - continued)

IF0/26/27
Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 2 /M '

Designated: TERMINAL

The following observations were nocted:

Trachea Minimal inflammatory cells in lumen.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Spleen Perls' Minimal Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Minimal foci of basophilic cortical tubules. Cortical
cyst.

Pituitary {Missing)

Skeletal muscle (M1gsing)

Spinal cord (Missing)

Sternum {M1ssing)

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus,
Stomach, Duodenum, Jejunum, Ileum, Caecum, Colon, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 OctB85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

MtNmfﬁx:R

Designated: TERMINAL

The following observations were noted:

Aorta
Trachea
Heart

Lungs

Lymph nodes
Spleen Perls'
Pancreas
Kidneys

Urinary bladder
Prostate '
Seminal vesicles
Testes

Thyroids
Adrenals
Pituitary
Salivary gland
Gesophagus
Stomach
Duodenum
Jejunum

Ileum

Caecum

Colon

Skeletal muscle
Eyes

Spinal cord
Brain

Sternum

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

Minimal Perls' positive material.
(Missing)

Minimal foci of interstitial mononuclear cells. Focus
of basophilic cortical tubules.
(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(M1ssing)

(Missing)

(Missing)

{(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

{Missing)

(Missing)

The following tissues were considered normal :

Liver, Liver Perls’',

Pathologist: L.E.Fish

Date: 24 0Oct85

—

Spleen.



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopatholagy

Compound: ITF 282
Level: 0 mg/kg/day

Rat No.(Sex: R 29 /M
Designated: TERMINAL

The following observations were noted:

Heart Minimal foci of myocarditis.

Lungs Minimal pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells.

Lymph nodes (Missing)

Spleen Perls' Minimal Perls' positive material.

Adrenals Focal cortical hyperplasia.

Pituitary Cyst(s) in pars anterior.

Duodenum Minimal mucosal inflammation.

Skeletal mascle (Missing)

Spinal cord (Missing)

Stexrnum (Missing)

The following tissues were considered normal:

Aorta, Trachea, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Salivary gland,
Oesophagus, Stomach, Jejunum, Ileum, Caecum, Colon, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 OctB5
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(Pathology - continued)

IF0/26/27

g
v

Individual Animal Histopathology

g

Compound: ITF 282

Level: 0 mg/kg/day

A

Rat No./Sex: R 30 /M

Designated: ~ TERMINAL

T e NPy e
.
)

v

e

The following observations were noted:
Trachea Minimal subepithelial inflammation. )
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal

bronchiolar epithelial hypertrophy with prominent
goblet cells. Purulent bronchopneumonia.

Lymph nodes (Missing)

Spleen Perls' Minimal Perls' positive material.

Urinary bladder Parasites in mucosa.

Salivary gland Minimal foci of interstitial mononuclear cells.

The following tissues were considered normal:
Aorta, Heart, Liver, laver Perls', Spleen, Pancreas, Kidneys, Prostate, Seminal
vesicles, Testes, Thyroids, Adrenals, Pituitary, Oesophagqus, Stomach, Duodenum,

Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes,
Sternum.

TSl

Spanal cord, Brain,
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Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 31 /M

Designated: TERMINAL .

The following observations were noted:

Trachea Blood in lumen.

Lungs Minimal peribronchiolar lymphoid aggregates. Moderate
perivascular mononuclear cells.

Lymph nodes {(Misging)

Spleen Minimal extramedullary haemopoiesis.

Spleen Perls' Minimal Perls' positive material.

Pancreas Minimal exocrine acinar atrophy.

Piturtary Cyst(s) in pars anterior.

Stomach Minimal submucosal i1nflammation(g).

Caecum Parasite(s) in lumen. Minimal submucosal lymphoid
hyperplasia.

Skeletal muscle {Missing)

Spinal cord (Missing)

Sternum (Missing)

The following tissues were considered normal:
Aorta, Heart, Liver, Liver Perls', Kidneys, Urinary bladder, Prostate, Seminal

vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus, Duocdenum,
Jejunum, Ileum, Colon, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 Oct8S
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ARPPENDIX

(Pathology - continued;

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 32 /M

Designated: TERMINAL

The following observations were noted:

Trachea Blood in lumen.,

Lungs Minimal pneumonitis.

Spleen Perls' Minimal Perls' positive material.

Kidneys Minimal foci of basophilic cortical tubules.

Stomach Minimal mucosal inflammation(g). Minimal submucosal
inflammation{g).

Skeletal muscle (Missing)

Spinal cord (Missing)

Sternum (Missing)

The following tissues were considered normal:
Aorta, Heart, Lymph nodes, Liver, Liver Perls', Spleen, Pancreas, Urinary
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary,

Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Caecum, Colon, Eyes,
Brain.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 33 /M

Designated:  TERMINAL

The following observations were noted:

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.

Minimal foci of basophilic cortical tubules.

Pituitary (Misgsing)

Stomach Minimal submucosal inflammation(g).

Skeletal muscle (Missing)

Spinal cord (Missing)

Sternum {Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder,
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland,
Oesophagus, Duodenum, Jejunum, Ileum, Caecum, Colon, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

i
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IF0/26/27

7

Individual Animal Histopathology

Compound: ITF 282

o e

Level: 0 mg/kg/day
} - Rat No./Sex: R 37 /M

9 Designated: TERMINAL

TH

sy

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with

inflammation.
Lynph nodes (Mi1ssing) .
Liver Minimal focil of ground glass hepatocytes.
Spleen Perls’ Minimal Perls' positive material.
Kidneys

Minimal foci of basophilic cortical tubules. Moderate
foci of interstitial mononuclear cells.

Salivary gland Moderate focl of interstitial mononuclear cells.

T L T R R +REHDT 08

The following tissues were considered normal:
Aorta, Heart, laver Perls', Spleen, Pancreas, Urinary bladder, Prostate,

Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Oesophagus, Stomach,
Duodenum, Jejunum, lleum, Caecum, Colon, Skeletal muscle, Eyes,

Spinal corxd,
Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 201 /M

Designated: TERMINAL

The following observations were noted:

Trachea Inflammatory cells in lumen. Subepithelial mononuclear
cells.
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal

pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Kidneys Moderate foci of basophilic cortical tubules.

Urinary bladder Parasite(s) in lumen. Minimal submucosal mononuclear
cells.

Caecum (Missing) )

Spinal cord (Missaing)

The following tissues were considered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Prostate, Seminal
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Stomach, Duodenum, Jejunum, Ileum, Colon, Skeletal muscle, Eyes, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 OctB5
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APPENDIX

3 (Pathology = continued)

IF0/26/27
i Individual Animal Histopathology
i Compound: ITF 282
v Level: 85 mg/kg/day

Rat No./Sex: R 204 /M

Designated:  TERMINAL

The following observations were noted:
Trachea Minimal subepithelial mononuclear cells.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation.

Lymph nodes {M38s1ng)

Spleen Perlis'’ Moderate Perls' positive material.

Kidneys Focus of basophilic cortical tubules.

Urinary bladder Parasite(s) in lumen.

Stomach

Minimal mucosal inflammation(g). Minimal submucosal
inflammation(g).
Caecum (M1ssing)

Colon Minimal submucosal inflammation.

| NI R R TR ST I T TR Y

The following tissues were congidered normal:

- Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Prostate, Seminal

vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Duodenum, Jejunum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S5S
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APPENDIX

{Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compourd ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 205 /M

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Moderate pneumonitis.

Lymph nodes (Missing)

Spleen Perls'’ Minimal Perls' positive material.

Seminal vesicles Contracted.

Adrenals (Migsing)

Stomach Minimal mucosal inflammation{(g). Minimal submucosal
inflammation(g).

Duodenum Minimal mucosal inflammation.

Caecum (Missing)

Colon Minimal mucosal inflammation.

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Testes, Thyroids, Pituitary, Salivary gland, Oesophagus,
Jejunum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Sompound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 210 /M

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoild aggregates. Minimal
pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Spleen Perls' Minimal Perls' positive material.

Pituitary (Misaing)

Caecum (Missing)

Spinal cord (Misging)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Laver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Salivary

gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Colon, Skeletal muscle,
Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITE 282
Level: 85 mg/kg/day

Rat No./Sex: R 211 /M

Designated: TERMINAL

The following observations were noted:

Trachea Minimal focal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Misgsing)

Liver Minimal foci of mononuclear cells.

Spleen Perls' Moderate Perls' positive material.

Pancreas (Missing)

Kidneys Minimal foci of interstitial mononuclear cells.
Testes Minimal foci of interstitial cell hyperplasia.
Thyroids Minimal focus of distended follicles.

Duodenum Minimal mucosal inflammation.

Jejunum Minimal mucosal inflammation.

Caecum (Missing)

Spinal cord (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Urinary bladder, Prostate, Seminal
vesicles, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Ileum,
Colon, Skeletal muscle, Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 212 /M

Degignated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epsthelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells. Minimal foci of
hypertrophic hepatocytes.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal focl of interstitial mononuclear cells.

Urinary bladder Parasite(s) in lumen.

Tegtes Minimal foci of interstitial cell hyperplasia.

Thyroids Squamous cyst(s).

Adrenals Focus of vacuolated cortical cells.

Stomach Focus of submucosal adipose tissue(g).

Caecum (Missing)

Colon (Mi1ssing)

The following tissues were considered normal:
Aorta, Heart, laver Perls', Spleen, Pancreas, Prostate, Seminal vesicles,

Piturtary, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85
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APPENDIX

(Pathology - continued)

1F0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 214 /M

Designated: TERMINAL

The following observations were noted:

Trachea {Missing)

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Purulent bronchopneumcniae.

Liver Minimal foci of basophilic hepatocytes.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Jejunum . Minimal mucosal inflammation.

Ileum Minimal mucosal inflammation.

Colon Minimal mucosal inflammation.

The following tissues were considered normal:
Aorta, Heart, Lymph nodes, laver Perls', Spleen, Pancreas, Urinary bladder,
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pitultary, Salivary

gland, Oesophagus, Stomach, Duodenum, Caecum, Skeletal muscle, Eyes, Spinal
cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Compound; ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 215 /M

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal foci of
prgmented macrophages.

Lymph nodes {Missing)

Spleen Perls' (M1ssing)

Kidneys Minimal foci of interstitial mononuclear cells.
Minimal focl of basophilic cortical tubules. Foci of
dilated cortical tubules with eosinophilic contents.

Caecum (Missing)

Spinal oord {(Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder,
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary

gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Colon, Skeletal muscle,
Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85




APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Lompound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 216 /M

Designated: TERMINAL

The following observations were noted:

Anaimal notes
Trachea
Lungs

Lymph nodes
Liver Perls'
Spleen Perls'
Kidneys

Urinary bladder
Thyroids
Pituitary

Ileum

Colon

Tumour bearing rat.

Minimal subepithelial inflammation.
Focal purulent bronchopneumonia. Minimal
mineralisation. Bronchiectasis.
(Missing)

Trace of Perls' positive material.
Moderate Perls' positive material.
Minimal foci of dilated cortical tubules
eosinophilic contents.

Cantains colloid.

Squamous cyst{s).

foci of

with

Adenoma of pars anterior {Neoplastic, Benign].

(Migsing)
Parasite(s) in lumen.

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Pancreas, Prostate, Seminal vesicles,

Adrenals, Salivary gland,

Oegsophagus, Stomach, Duodenum, Jejunum,

Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27
Individual Animal Histopathology

Compound: ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 217 /M

Designated: ~ TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Focal alveolar haemorrhage.
Bronchiolar haemorrhage. Moderate foci of pigmented
macrophages.

Lymph nodes (Missing)

Liver Granuloma with central mineralisation.
Spleen Perls' Minimal Perls' positive material.
Urinary bladder Parasite(s) in lumen.

Stomach Minimal submucosal inflammation(g).
Ileum (Missing)

Colon Minimal lymphoid hyperplasia.

The following tissues were considered normal:
Aorta, Heart, laver Perls', Spleen, Pancreas, Kidneys, Prostate, Seminal
vesicles, Testes, Thyvoids, Adrenals, Pituitary, Salivary gland, Oesophagus,

Duodenum, Je)junum, Caecum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

{Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 219 /M

Degsignated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Missing)

Liver Focus of ground glass hepatocytes.

Spleen Perls' Minimal Perls' positive materaial.

Kidneys Minimal foci of interstitial mononuclear cells.
Minimal foci of basophilic cortical tubules.

Colon Minimal lymphoid hyperplasia.

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Pancreas, Urinary bladdar, Proatata,
Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland,
Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Skeletal muscle, Eyes,
Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(pathology - continued)

1F0/26/27
Individual Animal Histopathology

Compound: ITP 282
Level: 85 mg/kg/day

Rat No./Sex: R 220 /M

Designated: TERMINAL

The following observations were noted: .
Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid.aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with
inflammation. Moderate foci of pigmented macrophages.
Granuloma with central mineralisation. Pulmonary
abscess(es).

Lymph nodes (Missing)

Spleen Perls' Minimal Perls' positive material.

Pancreas Minimal focal exocrine acinar atrophy.

Pituitary Prominent acini and ducts in pars nervosa.

Jejunum (Missing)

Ileum Minimal lymphoid hyperplasia.

Eyes (Migsing)

The following tissues were considered normal:

horta, Heart, laver, Liver Perls', Spleen, Kidneys, Urinary bladder, Prostate,
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus,
Stomach, Duodenum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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IF0/26/27

Individual Animal Histopathology

Compound:  ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 221 /M

Designated: TERMINAL

The following observations were noted:

Trachea (Missing)
Lungs Minimal pneumonitis. Moderate foci of pigmented
macrophages.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Spleen Perls' Minimal Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Thyroids (Missing)

Spinal oord {Migsaing)

The following tissues were considered normal:

Aorta, Heart, laver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Testes, Adrenals, Pitujtary, Salivary gland, Oesophagus,
Stomach, Duodenum, Jejunum, Ileum, Caecwn, Colon, Skeletal muscley Eyes, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85S
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: 1TF 282
Level: 85 mg/kg/day

Rat No./Sex: R 222 /M

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Minimal foci of pigmented macrophages.
Bronchiectasis.

Lymph nodes (Missang)

Liver (Missing)

Liver Perls' (Missing)

Spleen Perls' Moderate Perls' positive material.

Pancreas Minimal focal inflammation.

Kidneys

Minimal foci of interstitial mononuclear cells.

Minimal foci of basophilic cortical tubules.
Urinary bladder Parasite(s) in lumen.

Pituitary {(Missing)
Colon Parasite(s) in lumen.

The following tissues were considered normal:

Aorta, Heart, Spleen, Prostate, Seminal vesicles, Testes, Tyroids, Adrenals,

Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

{Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 223 /M

The following observations were noted:

Aorta (Missing)
Trachea (Missing)
Heart (Missing)
Lungs Moderate peribronchiolar acini with inflammation.

Minimal peribronchiolar lymphoid aggregates. Moderate
pneumonitis. Minimal foci of pigmented macrophages.

Lymph nodes (Missing)

Liver Minimal foci of ground glass hepatocytes.
Liver Perls' Minimal Perls' positive material.
Spleen Minimal extramedullary haemopoiesis.
Spleen Perls' Minimal Perls' positive material.
Pancreas (Missing)

Kidneys Minimal foci of interstitial mononuclear cells.
Urinary bladder (Missing)

Prostate (Missing)

Seminal vesicles (Missing)

Testes (Missing)

Thyroids (Missing)

Adrenals (Missing)

Pituitary (Missing)

Salivary gland {Missing)

Oesophagus (Missing)

Stomach (Missing)

Skeletal muscle (Missing)

Eyes {(Mi1ssing)

Spinal cord (Missing)

Brain (Missing)

Sternum (Missing)

The following tissues were considered normal:
Duodenum, Jejunum, Ileum, Caecum, Colon.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: TTF 282
Level : 85 mg/kg/day

Rat No./Sex: R 226 /M

Designated:  TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchioclar epithelial hypertrophy with prominent
goblet cells. Moderate pneumonitis. Moderate foci of
pigmented macrophages.

Lymph nodes (Missing)

Liver Minimal foci of hepatocyte vacuolation.

Spleen Perls' Trace of Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.

Adrenals Focus of vacuolated cortical cells.

Pituitary (Missing)

Salivary gland Minimal acini atrophye.

Ileum

Minimal mucosal inflammation.

The following tissues were considered normal:

Aorta, Heart, laver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Testes, Thyroids, Oesophagus, Stomach, Duodenum,

Jejunum,
Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Figh

Date: 24 Oct85
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APPENDIX

{Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 228 /M

Designated:  TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.,

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate gneumonitis. Moderate foci of
foamy macrophages.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.

Minimal foci of basophilic cortical tubules.

Thyroids (Migsing)

Pituitary (Missing)

Stomach Minimal submucosal inflammation(g).

Duodenum (Missing)

Jejunum (Missing)

Ileum (Missing)

Caecum (Missing)

Colon (Missing)

The following tissues were considered normal:
Aorta, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate,

Seminal vesicles, Testes, Adrenals, Salivary gland, Oesophagus, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 229 /M

Designated: TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation., -

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Focus of pigmented
macrophages.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Testes Minimal foci of interstitial cell hyperplasia.
Adrenals Focus of cortical hyperplasia.

Eyes Area of retinal atrophy.

The following tissues were considered normal:
Aorta, Heart, laver, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate,
Seminal vesicles, Thyroida, Pituitary, Salivary gland, Oesophagus, Stomach,

Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound; e 262
Level: 85 mg/kg/day

Designated: ~ TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with
inflammation. Moderate foci of foamy macrophages.

Lymph nodes (Missing)

Liver Focus of vacuolated hepatocytes.

Spleen Perls' Minimal Perls' positive material.

Pancreas Minimal focal exocrine acinar atrophy.

Kidneys Minimal foci of interstitial mononuclear cells.
Minimal inflammation in mesentery.

Urinary bladder {Migsing)

The following tissues were considered normal:
Aorta, Heart, Liver Perls', Spleen, Prostate, Seminal vesicles, Testes,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,

Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



1 . APPENDIX

(Pathology - continued)

IF0/26/27
g Individual Animal Histopathology
Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 231 /M

Designated: TERMINAL

The following observations were noted:

Aorta (Missing)
Trachea (Missing)
Heart (Missing)
Lungs (M1ssing)
Lymph nodes (M1ssing)
Spleen Perls’ Moderate Perls' positive material.
Pancreas (M1ssing)
. Kidneys Moderate foci of interstitial mononuclear cellsa.
-+ Urinary hladder (Missing)
i 3 Prostate (Missing)
1 Seminal vesicles (Missing)
i% Testes (Missing)
o Thyroids {Missing)
g Adrenals (Missing)
E2 Pituitary (Missing)
:i_ Salivary gland (Mi1ssing)
¥ Oesophagus (Missing)
o Stomach (Missing)
%% Skeletal muscle (Missing)
i’ Eyes (Missing)
~§‘ Spinal cord (Mi1ssing)
,?; Brain (Missaing)
LE Sternum (Missing)

The following tissues were considered normal:

Liver, Liver Perls', Spleen, Duodenum, Jejunum, Ileum, Caecum, Colon.

Pathologist: L.E.Fish

Date: 24 OctB85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 235 /M

Designated:  TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal pneumonitis. Marked
peribronchiolar lymphoid aggregates. Foci of alveolar

haemorrhage.
Lymph nodes (Missing)
Spleen Perls' Minimal Perls' positive material.
Kidneys Minimal foci of interstitial mononuclear cells.
Urinary bladder Minimal serosal inflammation.
Testes (Migsing)
Stomach Ectopic squamous epithelium(g).

The following tissues were considered normal:
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Prostate, Seminal
vesicles, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum,

Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 236 /M

Designated: TERMINAL

The following observations were noted:
Trachea

Lungs

Moderate subepithelial inflammation.

Moderate peribronchioclar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchioclar acini with
inflammation. Moderate foci of pigmented macrophages.

Pulmonary abscess(es). Areas of foamy macrophages.
Lymph nodes {(Missing)

Liver Minimal foci of hypertrophic hepatocytes.
Spleen Minimal extramedullary haemopoiesis.

Spleen Perls’ Minimal Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Urinary bladder Parasite(s) in lumen. Contains colloid.
Prostate Focal prostatitis.

Stomach

Focal submucosal adipose tissue(qg).
Skeletal muscle (Mrssing)
The following tissues were considered normal:

Aorta, Heart, Liver Perls', Pancreas, Seminal vesicles, Testes, Thyroids,

Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum,
Caecum, Colon, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85




APPENDIX

(pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: ' 85 mg/kg/day

Rat No./Sex: R 243 /M

Designated: TERMINAL

The following observations were noted:

Aorta (Missing)
Trachea : {Missing)
Heart (Mi8sing)
Lungs {Migsing) J
Lymph nodes (Missing)
Spleen Perls'’ Minimal Perls' positive material.
Pancreas (Misging)
Urinary bladder (Missing)
Prostate (Missing)
Seminal vesicles (Missing)
Testes (Mrssing)
Thyroids (Missing)
Adrenals (Missing)
Pituaitary {Missing)
Salivary gland (Missing)
Oesophagus (Missing)
Stomach (Missing)
Ileum (Missing)
Skeletal mascle (Missing)
Eyes (Missing)
Spinal cord (Missing)
Brain (Missing)
Sternum (Missing)

The following tissues were considered normal:
Liver, Liver Perls’, Spleen, Kidneys, Duodenum, Jejunum, Caecum, Colon.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

1F0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 252 /F

Designated: TERMINAL

The following cbservations were noted: ‘

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Caecum (Missing)

Eyes (Missing)

The following tissues were considered normal: -
Aorta, Trachea, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus,
Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach,

Duodenum, Jejunum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

{Pathology - continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 253 /F

Designated: TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Migsing)

Liver Perls’ Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of dilated cortical tubules with
eosinophilic contents.

Adrenals Focus of vacuolated cortical cells.

Caecum (Missing)

The following tissues were considered normal:
Aorta, -Heart, Liver, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries,

Thyroids, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB5



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 254 /F

Designated: TERMINAL

The following observations were noted:
Lungs

Moderate peribronchiolar lymphoid aggregates. Minimal
pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal foci
of pigmented macrophages.

Lymph nodes (Missing)

Liver Perls'
Spleen Perls'

Trace of centrilobular Perls' positive material.
Moderate Perls' positive material.

f:_ Thyroids Squamous cyst(s).

. Caecum (Missing)

‘ji The following tissues were considered normal:

4§ Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
fﬂg Uterus, Ovaries, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach,
,‘i Duodenum, Jejunum, Ileum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain,

5 Sternum.

:

4

¥

-

_ué Pathologist: L.E.Fish

W

Date: 24 OctBS

i
w4




APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 255 /F

Desiggated: TERMINAL

The following observations were notegd:

Trachea Minimal subepithelial inflammation.

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Ovaries Unilateral cyst(s). .

Duodenum (Missing)

Ileum Minimal lymphoid hyperplasiae.

Caecum (Missing)

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Jejunum,
Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 256 /F

Designated: TERMINAL

The following observations were noted:

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates. Minimal foci of foamy macrophages.
Lymph nodes (Missing)
Liver Minimal foci of mononuclear cells.
Liver Perls' Trace of centrilobular Perls' positive material.
el - Spleen Perls' Moderate Perls' positive material.
P 3 Kidneys Minimal foci of interstitial mononuclear cells.
;ﬁ%' Pituitary . {(Missing)
%ﬁ?' Caecum (Missing)
y“% Colon Minimal lymphoid hyperplasia.
%' Brain (Missing)

\_,._v\
N T e

The following tissues were considered normal:
Aorta, Trachea, Heart, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries,

Thyroids, Adrenals, Saljvary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Skeletal muscle, Eyes, Spinal cord, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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APPENDIX

(Pathology - continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 2B2
Level: . 0 mg/kg/day

Rat No./Sex: R 258 /F
Designated: TERMINAL

The following observations were noted:

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Missging)}

Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of dilated cortical tubules with
eosinophilic contents.

Urinary bladder (Missing)

Caecum (Migsing)

Colon . Minimal lymphoid hyperplasia.

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Uterus, Ovaries, Thyroids,
Adrenals, Patuitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Comggund: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 259 /F

Designated: TERMINAL

The following observations were noted:

Lungs Minimal peribronchiolar lymphoid aggregates.
Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Marked Perls' positive material.

Duodenum {(Missing)

Jejunum (Massing)

Ileunm (Missing)

Caecum (Missing)

Colon (Missing)

The following tissues were considered normal:
Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,

Stomach, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85




APPENDIX

(pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 260 /F

Designated: TERMINAL

The following observations were noted:

Lungs Minimal peribronchiolar lymphoid aggregates. Focal
alveolar haemorrhage. Blood in bronchioles.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal progressive glomerulonephrosis.

Ovaries No corpora lutea.

Thyroids - Minimal distended follicles.

Pituitary Focal hyperplasia in pars anterior.

Oesophagus (Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas,
Uterus, Adrenals, Salivary gland, Stomach, Duodenum, Jejunum,
Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Octas

Urinary bladder,
Ileum, Cascum,



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 262 /F

Designated:  TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Marked peribronchiolar lymphoid aggregates.
Bronchopneumonia.

‘Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls' Marked Perls' positive material.

Uterus Endometrial polyp.

Pituitary Adjacent haemorrhage.

Colon Minimal lymphoid hyperplasia.

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
Ovaries, Thyroids, Adrenals, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85



APPENDIX

(Pathology - continued)

1IFQ/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 264 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial lymphoid aggregates.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchiclar epithelial hypertrophy with prominent
goblet cells.

Lymph nodes {(Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls’' positive material.

Pancreas Minimal focal exocrine acinar atrophy.

Kidneys ’ Minimal progressive glomerulonephrogis.

Urainary bladder Parasite(s) in lumen. Parasites in mucosa.
Ovaries No corpora lutea. Follicular cysts.

Pituitary (Migsing)

Spinal cord (Missing)

The following tissues were considered normal:

Aorta, Heart, lLsver, Spleen, Uterus, Thyroids, Adrenals, Salivary gland,
Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle,
Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

EQEEQEEE‘ ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 265 /F

Designated: TERMINAL

The following observations were noted:

Animal notes Tumour bearing rat.
Trachea Minimal subepithelial inflammation.
Lungs Moderate peribronchiolar lymphoid aggregates. Moderate

bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Bronchopneumonia.

Lymph nodes (Missing)

Liver (Missing)

Liver Perls' (Missing)

Spleen Perls' Marked Perla' positive material.

Ovaraies Bilateral cysts.

Pituitary Adenoma of pars anterior (Neoplastic, Benign].
Stomach Foci of submucosal adipose tissue(g).

The following tissues were considered normal:

Aorta, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, Thyroids,
Adrenals, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Caecum, Colon,
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB8S
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APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: ’ 0 mg/kg/day

Rat No./Sex: R 266 /F

Designated: TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar lymphoid aggregates.

Lymph nodes (Massing)

Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls'’ Moderate Perls' positive material.

Kidneys . Minimal foci of dilated cortical tubules with
eosinophilic contents.

Urinary bladder Parasite(s) in lumen. Parasites in mucosa.

Uterus Moderately dilated.

Stomach Foci of submucosal adipose tissue(g).

The following tissues were considered normal:

Aorta, Heart, Liver, Spleen, Pancreas, Ovaries, Thyroids, Adrenals, Pituitary,
Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Caecum, (olon, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology = continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 268 /F

Designated: TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar

lymphoid aggregates. Minimal peribronchiolar acini
with inflammation. Bronchopneumonia.

Lymph nodes ({Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Uterus Minimal squamous metaplasia of endometrial glands.
Ovaries No evidence of mass in section examined.

The following tissues were considered normal:
Rorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Thyroids,

;'*‘ é;‘ﬂ* St Lag

Adrenals, Pituirtary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
L Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.
Y

!
o

5

W*"ﬂ 'y

Pathologist: L.E.Fish

S

Date: 24 Oct8S5S
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APPENDIX

(Pathology - continued)

IF0/26/27
Individual Animal Histopathology
Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 276 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates. Minimal peribronchiolar acini
with inflammation.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls’ Moderate Perls’ positive material.

Pancreas Minimal focal exocrine acinar atrophy.

Stomach Foci of submucosal adipose tissue(g).

Caecum Minimal lymphoid hyperplasia.

Colon Parasite(s) in lumen.

Brain (M1ssing)

The following tissues were considered normal:
Rorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Je)unum,
Ileum, Skeletal muscle, Eyes, Spinal cord, Sternum.

Pathologist: L.E.Fish



APPENDIX

(Pathology - continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./Sex: R 271 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
pneunonitis.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Ovaries No corpora lutea.

Eyes Unilateral retinal atrophy.

The following tissues were considered normal:
dorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder,
Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach,

Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 272 /F

Designated: TERMINAL

The following observations were noted:

Trachea Moderate subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with’
inflammation. Moderate pneumonitise.

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.
Stomach Foci of submucosal adipose tissue(g).

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord,
Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85
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(Pathology ~ continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 273 /F

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar acini with inflammation.

Minimal centrilobular Perls' positive material.

Liver Perls'

Spleen Perls' Marked Perls' positive materjal.

Urinary bladder Parasite(s) in lumen. Parasites in mucosa.
Ovaries No corpora lutea.

Pituitary (Missing)

The following tissues were considered normal:
Aorta, Trachea, Heart, Lymph nodes, Liver, Spleen, Pancreas, Kidneys, Uterus,

Thyroids, Adrenals, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85




APPENDIX

(Pathology - continued)

IF0/26/217

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 274 /F

Degignated: TERMINAL

The following observations were noted:
Trachea Minimal subepithelial inflammation.
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
. pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls’ Moderate Perls' positive material.

Uterus Minimal squamous metaplasia of endometrial glands.
Ovaries (Missing)

Spinal cord (Missing)

The following tissues were considered normal:

Rorta, Heart, Laver, Spleen, Pancreas, Kidneys, Urinary bladder, Thyroids,
Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Caecum, Colon, Skeletal muscle, Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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APPENDIX

(Pathology ~ continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 275 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.
Pancreas Minimal focal exocrine acinar atrophy.
Duodenum (Missing)

Jejunum (Missing)

Ileum (Missing)

Caecum (Missing)

Colon (Missing)

Eyes (Myssing)

The following tissues were considered normal:
Aorta, Heart, Liver, Liver Perls', Spleen, Kidneys, Urinary bladder, Uterus,

Ovaries, Thyroids, Adrenals, Prtuitary, Salivary gland, Oesophagus, Stomach,
Skeletal suscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS




APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Lompound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 277 /P

Designated: TERMINAL

The following observations were noted:

Lungs Pulmonary abscess(es). Bronchiectasis.
Bronchopneumonia.

Lymph nodes (Missing)

Spleen Perls'’ Moderate Perls' positive uwaterial.

Ovaries No corpora lutea.

Colon Parasite(s) in lumen.

Eyes (Missing)

Spinal cord (Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Stomach, Duodenum, Jejunum, Ileum, Caecum, Skeletal muscle, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No.{Sex: R 278 /F

Designated: TERMINAL

The following observations were noted:
horta (Missing)
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal

bronchiolar epithelial hypertrophy with prominent
goblez cells.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Minimal extramedullary haemopoiesis.

Spleen Perls' Moderate Perls' positive material.

Ovaries (Missing)

Caecum Minimal lymphoid hyperplasia.

Eyes (Missing)

Brain (Misging)

The following tissues were considered normal:
Trachea, Heart, Liver, Pancreas, Kidneys, Urinary bladder, Uterus, Thyroids,

Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Colon, Skeletal muscle, Spinal cord, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S




APPENDIX

(Pathology =~ continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level : 0 mg/kg/day

Rat No./Sex: R 279 /F

Designated: TERMINAL

The following observations were noted:

Rorta (Missing)
Trachea Moderate subepithelial inflammatjon.
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal

pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells.

Lymph nodes (Missing)
Spleen Perls' Moderate Perls' positive material.
Eyes {Missing)
Spinal cord (Missing)

The following tissues were considered normal:

Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, Uterus,
Ovaries, Thyroids, Adrenals, Pitultary, Salivary gland, Oesophagus, Stomach,
Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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APPENDIX

{(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: ¢ mg/kg/day

Rat No./Sex: R 280 /F

Designated: TERMINAL

The following observations were noted:

Aorta (Mrssing)
Trachea (Missing)
Heart (Missing)
Lungs (Missing)
Lymph nodes (Missing)
Liver (Mirssing)
Spleen (Missing)
Spleen Perls' (Missing)
Pancreas (Missing)
Kidneys (Missing)
Urinary bladder (Missing)
Uterus (Missing)
Ovaries (Missing)
Thyroids (Missing)
Adrenals (Missing)
Pituitary (Missing)
Salivary gland (Missing)
Oesophagus (M1ssing)
Stomach (Missing)
buodenum (Missing)
Jejunum (Missing)
Ileum (Missing)
Caecum (Missang)
Colon (Missing)
Skeletal muscle (Missing)
Eyes {Missing)
Spinal cord (Missing)
Brain (Missing)
Sternum (M1ssing)

The following tissues were considered normal:
Liver Perls'.

Pathologist: L.E.Fish

Date: 24 OctB85




APPENDIX

(Pathology - continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

! Rat No./Sex: R 281 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
. pneumonitis.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal progressive glomerulonephrosis.

Urinary bladder Parasite(s) in lumen.

Ovaries Unilateral cyst(s).

Caecum Parasite(s) in lumen.

Eyes (Missing)

The following tissues were considered normal:

Aorta, Heart, Lympnh nodes, Liver, Liver Perls', Spleen, Pancreas, Uterus,
Thyroids, Adrenals, Pitultary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

‘pate: 24 0ct85




APPENDIX

{Pathology - continued)

IF0Q/26/27

Individual Animal Histopathology

Compoungd: ITF 282
Level: 0 mg/kg/day

kat No./Sex: R 283 /F

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate pneumonitis.

Lymph nodes (Missing)

Liver Perls' Minimal centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.
Pancreas (Missing)
o 8 Ovaries No corpora lutea.
:& - Caecum {Missing)
: Colon Parasite(s) in lumen.
% Eyes (Missing)
o The following tissues were considered normal:
{e Rorta, Trachea, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus,
fg Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagqus, Stomach, Duodenum,
:g& Jejunum, Ileum, Skeletal muscle, Spinal cord, Brain, Sternum.
i
%
1\1;3}

Pathologigt: L.E.Fish

Date: 24 OctB5




APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 284 /F

Designated:  TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs . Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

‘Liver Perls' ’ Trace of centrilobular Perls' positive material.

Spleen Perls’ Marked Perls' positive material.

Pancreas Focal exocrine acinar atrophy.

Urinary bladder Parasite(s) in lumen. Parasites in mucosa.

Ovaries Bilateral cysts.

Jejunun Minimal lymphoid hyperplasia.

Caecum Minimal lymphoid hyperplasia.

Eyes (Missing)

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver, Spleen, Kidneys, Utdrus, Thyroids, Adrenals,

Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Ileum,
Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish
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APPENDIX

{(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 285 /F

Designated: TERMINAL

The following,observailons were noted:

Trachea Moderate subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Ovaries Cyatic follicle(s).

Caecum Parasite(s) in lumen. Minimal lymphoid hyperplasia.
Eyes (Migsing)

The following tissues were considered normal:

Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, olon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85



APPENDIX

{Pathology = continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R, 286 /F

Designated: TERMINAL

The following cobservations were noted:

Trachea (Missing)

Lungs Minimal pneumonitis.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Minimal extradmedullary haemopoiesis.

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of interstitial mononuclear cells.
Caecum Minimal lymphoid hyperplasia.

Eyes (Missing)

The following tissues were considered normal:

Aorta, Heart, laver, Pancreas, Urinary bladder, Uterus, Ovaries, Thyroids,
Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB5
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APPENDIX

(Pathology - continued)

; IF0/26/27

? Individual Animal Histopathology
% Compound: ITF 282

: Level: 0 mg/kg/day

Ciiaie

Rat No./Sex: R 287 /F

Iy

Designated: TERMINAL

o

s

Loak it

The following observations were noted:
. Trachea Minimal subepithelial inflammation.
; Lungs Moderate peribronchiolar lymphoid aggregates. Moderate

bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis.
Lymph nodes (Missing)
Liver Perls' ’

Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.
Pancreas Minimal focal exocrine acinar atrophy.
Colon Parasite(s) in lumen.

Eyes (Missing)

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS




APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 0 mg/kg/day

Rat No./Sex: R 288 /F

Designated:  TERMINAL

The following observations were noted:
Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent

goblet cells. Moderate peribronchiolar acini with
inflammation. Bronchopneumonia.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls’ Moderate Perls' positive material.

Stomach Minimal mucosal inflammation(g).

Jejunum Minimal lymphoid hyperplasia.

Ileum Minimal lymphoid hyperplasia.

Colon Parasite(s) in lumen.

Eyes (Missing)

Spinal cord (Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Duodenum, Caecum, Skeletal muscle, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology =~ continued)

IFO/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 0 mg/kg/day

Rat No./sex: R 289 /F

Designated: TERMINAL

e T T R

33,
4

S w"

The following observations were noted:

Lungs Bronchiectasis.
Lymph nodes (My.ssing)
Liver Perls' Trace of centrilcocbular Perls' positive material.
Spleen Perls' Moderate Perls' positive materijal.
cerus Minimal dilatation of endometrial glands.
Ovaries . No corpora lutea.
Stomach Foci of submucosal adipose tissue(g).
Colon Minimal lymphoid hyperplasia.
Eyes (Missing)

The following tissues were considered normal:

Rorta, Trachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum,
Ileum, Caecum, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: TP 282

Level: 0 mg/kg/day

Rat No./Sex: R 290 /F

Designated: TERMINAL

The following observations were noted:

Aorta (Missing) .

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates.

Lymph nodes (Missing)

Spleen Perls'’ Marked Perls' positive material.

Kidneys Minimal progressive glomerulonephrosgis.

Ovaries No corpora lutea.

Eyes (Missing)

The following tissues were considered normal:

Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, Uterus,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS



APPENDIX

(Pathology - continued)
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'Ei IF0/26/27

g

55 Individual Animal Histopathology
¥

4 Compound: ITF 282

: Level: 85 mg/kg/day

Rat No./Sex: R 451 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with

inflammation. Moderate pneumonitis. Moderate foci of
pigmented macrophages.

Lymph nodes (Missing)

Liver ({Missing)

Liver Perls’ (Missing)

Spleen (Missing)

Spleen Perls' (Missing)

Kidneys Minimal foci of interstitial mononuclear cells.
Ovaries No corpora lutea.
Adrenals Minimal congestion.
Duodenum (Migsing)

Jejunum (Missing)

Ileum (Missing)

Caecum (Missing)

Colon (Mm1ssing)

Spinal cord (Missing)

The following tissues were considered normal:
Rorta, Heart, Pancreas, Urinary bladder, Uterus, Thyroids, Pituitary,

Salivary
gland, Qesophagus, Stomach, Skeletal muscle, Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 0Oct8S5
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(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
et ———
Level: 85 mg/kg/day

Rat No./Sex: R 453 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal bronchiolar
hypertrophy with prominent goblet cells. Minimal
peribronchiolar lymphoid aggregates.

epithelial

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells.

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls’ Moderate Perls' positive material.

Uterus Minimal dilatation of lumen.

Ovaries Unilateral parovarian cyst{s).

Caecum (Missing)

Colon Parasite(s) in lumen.

The following tissues were considered normal:

Aorta, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, Thyroids, Adrenals,

Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27
Individual Animal Histopathology
Compound: ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 454 /F

Designated: TERMINAL

The following observations were noted:

Trachea Marked subepithelial inflammation. Squamous metaplasia

of epithelium.

Lungs Moderate bronchiolar epithelial hypertrophy with
prominent goblet cells. Moderate peribronchiolar acini

with inflammation. Bronchopneumonia.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Urinary bladder Parasite(s) in lumen.

Stomach Foci of submucosal adipose tissue(g).

Duodenum (Missing)

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Uterus, Ovaries,

Adrenals, Pituitary, Salivary gland, Oesophagus, Jejunum, Ileum,
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fisgh

Date: 24 Oct85
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APPENDIX

{Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound : ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 457 /F
Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchioclar lymphoid aggregates. Moderate
bronchiolar ep:ithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Minimal pneumonitis. Minimal foci of
pigmented macrophages. ‘

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Pancreas Focal exocrine acinar atrophy.

Stomach Foci of submucosal adipose tissue(g).

Caecum (Missing)

Colon Minimal lymphoid hyperplasia.

Spinal cord (Missing)

Sternum (Misging)

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum,
Ileum, Skeletal muscle, Eyes, Brain.

Pathologist: L.E.Fish

Date: 24 OctBS




APPENDIX

(Pathology - continued)

-

IFO/26/27

oo g,

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

7 Rat Wo./Sex: R 458 /F

Designated: TERMINAL

AR R

The following observations were noted:

Trachea Minimal subepithelial inflammation.
Lungs Bronchiectasis. Bronchopneumonia.
Lymph nodes (Missing)
Liver Minimal foci of mononuclear cells.
£ Liver Perls' Trace of centrilobular Perls' positive material.
- 3 Spleen Perls’ Moderate Perls' positive material.
? Kidneys Minimal focl of interstitial mononuclear cells.
Adrenals Minimal congestion. Minimal aiderocytes.
: Jejunum (Missing)
Ileum Minimal lymphoid hyperplasia.
Caecum (Missing)

The following tissues were considered normal:
Aorta, Heart, Spleen, Pancreas, Urinary bladder,
Pituitary, Salivary gland, Oescphagqus, Stomach,
musacle, Eyes, Spinal cord, Brain, Sternum.

Uterus, Ovaries, Thyroids,
Duodenum, Colon, Skelatal

gk

Pathologist: L.E.Fish

8 Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

)

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./sex: R 459 /F

Designated: TERMINAL

The following observations were noted:
Trachea Minimal subepithelial inflammation.
Lungs Minimal bronchicolar epithelial hypertrophy with

prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells. Focal hepatocyte
necrosis.

Liver Perls’ Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Xi dneys Minimal foci of interstitial mononuclear cells.

Urinary bladder Parasite(s) in lumen. Parasites in mucosa.

Adrenals Focus of cortical hyperplasia.

Salivary gland Minimal focal acinar atrophy.

Caecum (Missing)

The following tissues were considered normal:
Aorta, Heart, Spleen, Pancreas, Uterus, Ovaries, Thyroids, Pituitary,

Oesophagus, Stomach, Duodenum, Jejunum, Ileum, (olon, Skeletal muscle, Eyes,
Spinal oord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S5



APPENDIX

(Pathology - continued)

-1

IF0/26/27

, Individual Animal Histopathology

Compound: ITF 282
:" Level: 85 mg/kg/day

Rat No./Sex: R 460 /F

i Designated: TERMINAL
I

The following observations were noted:
s Trachea Minimal subepithelial inflammation.
3 Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
i bronchiclar epithelial hypertrophy with prominent
1 goblet cells. Minimal peribronchiolar acini with
3 inflammation. Moderate pneumonitis.
% Lymph nodes (Missing)
: Liver Perls' Trace of centrilobular Perls' positive material.
* Spleen Minimal extramedullary haemopoiesis.

Spleen Perls' Moderate Perls'’ positive material.

Uterus Minimal dilatation of lumen.

Ovaries Bilateral inflammation.

Ileum Minimal lymphoid hyperplasia. Fat necrosis in

mesentery.
Caecum Minimal lymphoid hyperplasia.

The following tissues were considered normal:

Aorta, Heart, Liver, Pancreas, Kidneys, Urinary bladder, Thyroids, Adrenals,
Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, Oolon,
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Figh

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: .  ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 461 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates. Minimal peribronchiolar acini
with inflammation. Moderate pneumonitis. Minimal foci
of pigmented macrophages. Focus of foamy macrophages.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.
Ovaries Unilateral haemorrhagic cyst{s). Cyst(s).
Oesophagus (Missing)

Eyes (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder,
Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB5
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 462 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal

peribronchiolar lymphoid aggregates. Moderate foci of
pigmented macrophages.
Lymph nodes (Missing)
Liver Perls'

Spleen Perls'

Trace of centrilobular Perls' positive material.
Moderate Perls' positive material.

Uterus Minimal dilatation of lumen.

Stomach Foci of submucosal adipose tissue(g).
Ileum (Missing)

Skeletal muscle (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Ovaries,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum,
Caecum, Colon, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS5



APPENDIX

(Pathology - continued)

IF0/26/27 -

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 464 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar acini with inflammation.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls' Moderate Perls' positive material.

Pancreas ‘Minimal focal exocrine acinar atrophy.

Uterus Minimal dilatation of endometrial glands.
Ovaries No corpora lutea.

Caecum Minimal lymphoid hyperplasia.

The following tissues were considered normal:
Aorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Thyroids, Adrenals,

Pituitary, Salivary gland, Oesophaqus, Stomach, Duodenum, Jejunum, Ileum,
Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

(Pathology continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 465 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal bronchiolar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates.

Lymph nodes (Missing)

Liver Minimal vacuolated hepatocytes.

Spleen Perls' Moderate Perls' positive material.

Pancreas Minimal focal exocrine acinar atrophy.

Kidneys Minimal progregsive glomerulonephrosis.

Uterus Minimal dilatation of lumen.

Ovaries

No corpora lutea.

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Urinary bladder, Thyroids, Adrenals,
Pituitary, Salivary gland, Oesophagus,

Stomach, Duodenum, Jejunum,
Caecum, Colon, Skeletal muscle, Eyes,

Ileum,
Spinal cord, Brain,

Sternum.

Pathologist: L.E.Fish

Date: 24 OctB8S5



APPENDIX

(Pathology - continued)

1PO/26/27

Individual Animal Histopathology

Compound: . ITF 282
Level : 85 mg/kg/day

Rat No./Sex: R 466 /F

Degignated: TERMINAL

The following observations were noted:

Animal notes Tumour bearing rate.
Trachea Moderate subepithelial inflammation.
Lungs Moderate peribronchiclar lymphoid aggregates. Moderate

bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchiolar acini with inflammation. Minimal foci
of pigmented macrophages.

Lymph nodes . (Missing)

Spleen Perls' Moderate Perls' positive material.

Pancreas (Missing)

Kidneys Minimal foci of interstitial mononuclear cells.

Minimal foci of dilated cortical tubules with
eosinophilic contents.

Urinary bladder Paragites in mucosa.

Pituitary ’ (Missing)

Spinal cord (Missing)

Mammary gland Mammary fibroadenoma [Neoplastic, Benign].

The following tissues were conaeidered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Uterus, Ovaries, Thyroids, Adrenals,
Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, Qolon,
Skeletal muscle, Eyes, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S5S




APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology
L3

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 467 /F

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal
peribronchioclar acini with inflammation. Moderate foci
of pigmented macrophages.

Lymph nodes (Missing)

‘Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Urinary bladder Parasite(s) in lumen.
Uterus

Caecum
Colon

R S50 S U 50 R T R

%
A

EX

SN RPN

Parasites in mucosa.
Minimal dilatation of endometrial glands.
Minimal lymphoid hyperplasia.

Parasite(s) in lumen.

Rt
PRI

The following tissues were considered normal:
Rorta, Heart, Liver, Spleen, Pancreas, Kidneys,

PR

Ovaries, Thyroids, Adrenals,

N Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, Ileum,
~d Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.
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APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

Compound: * ITF 282
Level: 85 mg/kg/day

R 468 /

/K

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Minimal
bronchiclar epithelial hypertrophy with prominent
goblet cells. Minimal peribronchiolar acini with
inflammation. Moderate pneumonitis. Moderate foci of
pigmented macrophages.

Spleen Perls' Trace of Perls' posgitive material.
Pancreas Minimal fooal exocrine acinar atrophy.
Urinary bladder Parasites in macosa.

Uterus Minimal dilatation of lumen.

Adrenals Focus of vacuolated cortical cells.

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver, Liver Perls', Spleen, Kidneys, Ovaries,
Thyroids, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum,
Ileum, Caecum, (oblon. Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB85




APPENDIX

(Pathology - continued)

IFQO/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 470 /F

Designated: TERMINAL

e

The following observations were noted:

Animal notes Tumour bearing rat.
Trachea (Missing)
Lungs ¥oderate peribronchiolar lymphoid aggregates. Moderate

bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis. Minimal foci of
pigmented macrophages.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells. Minimal vacuolated
hepatocytes.

Liver Perls'’ Trace of centrilobular Perls' positive material.

Spleen Perls' . Moderate Perls' positive material.

Kidneys Minimal progressive glomerulonephrosis.

Pituitary Adenoma of pars anterior [Neoplastic, Benign].

Stomach Foci of submucosal adipose tissue(g). Minimal

submucosal congestion(ng).

Caecum Parasite(s) in lumen. Minimal lymphoid hyperplasia.

The following tissues were considered normal:
Aorta, Heart, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries, Thyroids,

Adrenals, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Colon, Skeletal
musgle, Eyes, Spinal cord, Brain, Sternum.

cﬁabﬁ’é’,‘ﬁ.&ﬂﬁfam,\snwu Nt Pt B T T A Fokth g R e e

Pathologist: L.E.Fish
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Date: 24 OctB85
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APPENDIX

(Pathology - continued)

IFQ/26/27

Individual Animal Histopathology

CLompound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 471 /F

Designated: TERMINAL

The following observations were noted:

Lungs Moderate peribronchiclar lymphoid aggregates. Minimal
pneumonitis. Cyst not present in sections examined.

Lymph nodes (Missing) '

Liver Focus of hypertrophic hepatocytes.

Liver Perls’ Trace of centrilobular Perls' positive material.

Spleen Perls" Moderate Perls' positive material.

Kidneys Moderate foci of interstitial mononuclear cells.

Urinary bladder (Missing)

Stomach Foci of submucosal adipose tissue(g).

Caecum Minimal lymphoid hyperplasia.

Colon Minimal lymphoid hyperplasia.

The following tissues were considered normal:
Rorta, Trachea, Heart, Spleen, Pancreas, Uterus, Ovaries, Thyroids, Adrenals,

Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum, Skeletal
muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctBS
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Compound:

Level:

Rat No.£Sex: R

Designated:

APPENDIX

(Pathclogy - continued)

IF0/26/27
Individual Animal Histopathology
ITF 282
85 mg/kg/day

472 /F

TERMINAL

The following observations were noted:

Trachea
Lungs

Lymph nodes
Liver

Liver Perls'
Spleen
Spleen Perls'’
Pancreas
Uterus
Ovaries
Pituitary
Duodenum
Jejunum
Ileum
Caecum
Calon

Minimal subepithelial inflammation.. .
Minimal pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar lymphoid aggregates. Minimal
peribronchiolar acini with inflammation. Moderate
alveolar haemorrhage. Minimal alveolar oedema.
(Missing)

(Mi.8sing)

(Missing)

(Missing)

(Missing)

Minimal focal exocrine acinar atrophy.

Moderate dilatation of lumen.

No corpora lutea.

(Missing)

{Mi1ssing)

(Missing)

(Missing)

(Missing)

(Missing)

The following tissues were considered normal:

Aorta, Heart,

Kidneys, Urinary bladder, Thyroids, Adrenals, Salivary gland,

Oesophagus, Stomach, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

(Pathology ~ continued)

IF0/26/27

Individual Animal Histopathology

Compound : ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 473 /F

Designated:  TERMINAL

The following observations were noted:

Trachea (Migsing)

Langs Minimal broachiclar epithelial hypertrophy with
prominent goblet cells. Minimal peribronchiolar
lymphoid aggregates.

Liver Perls' Trace of centrilobular Perls' positive material.
Spleen Perls’ Moderate Perls' positive materaial.

Kidneys Minimal foci of interstitial mononuclear cells.
Ovaries Cystic follicle(s).

The following tissues were considered normal:

Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Urainary bladder, Uterus,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain,
Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level : 85 mg/kg/day

Rat No./Sex: R 474 /F

Designated: TERMINAL

The following observations were noted:

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates. Moderate alveolar haemorrhage.

Lymph nodes (Missing)

Liver Minimal foci of mononuclear cells. Minimal bile duct
hyperplasia. Early fibrous bridging.

Spleen Perls' Moderate Perls' positive material.

Ovaries No corpora lutea.

Stomach Foci of submucosal adipose tissue(g).

Caecum Minimal lymphoid hyperplasia.

Eyes (Missing)

The following tissues were considered normal:

Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Kidneys, Urinary
bladder, Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Cesophaqgus,
buodenum;, Jejunum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum,

Pathologist: L.E.Fish

Date: 24 0Oct85



APPENDIX

(Pathology - continued)

IFQ/26/27
Individual Animal Histopathology

Compound: ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 477 /F

Designated:  TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Minimal pneumonitis.

Lymph nodes (Missing)
Spleen Perls' Moderate Perls' positive material.
Duodenum (Missing)
Jejunum (Missing)
Ileum {Missing)
Caescum (Migsing)
Colon (Missing)
Eyes (Missing)

The following tissues were considered normal: .
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder,

Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus,
Stomach, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB8S



APPENDIX
{Pathology - continued)
1F0/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 478 /F

Designated: TERMINAL

The following observations were noted:
Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent

goblet cells. Minimal pneumonitis. Moderate foci of
pigmented macrophages.

Lymph nodes : (Missing)

Liver (Missing)

Liver Perls' (Missing)

Spleen Perls’ Moderate Perls' positive material.
Pancreas Minimal focal exocrine acinar atrophy.
Stomach Foci of submucosal adipose tissue(g).
Eyes (Missaing)

The following tissues were considered normal:
Aorta, Trachea, Heart, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries,

Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Je3junum,
Ileum, Caecum, Oolon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct85



Compound:

Level:

Rat No./Sex: R

Designated:

APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

85 mg/kg/day

The following observations were noted:

Aorta

Trachea

Lungs

Lymph nodes
Liver Perls'’
Spleen Perls'
Pancreas
Kidneys
Urinary bladder
Uterus

Ovaries
Thyroids
Pituitary
Salivary gland
Oesophagus
Caecum
Skeletal muscle
Eyes

Spinal cord
Brain

Sternum

(Missing)

(Missing)

(Missing)

(Missing)

Trace of centrilobular Perls' positive material.
Moderate Perls' pogitive material.
(Missing)

Peripelvic lymphoid aggregates.
(Massing)

(Missing)

(Missing)

(Missing)

(Miasing)

(Missing)

(Missing)

(M1ssing)

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

The following tissues were considered normal:
Heart, Liver, Spleen, Adrenals, Stomach, Duodenum, Jejunum, Ileum, Colon.

Pathologist: L.E.Fish

Date: 24 Oct85
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Compound:

Level:

Rat No./Sex: R

Designated:

APPENDIX

(Patholegy - continued)

IF0/26/27
Individual Animal Histopathology
ITF 282
85 mg/kg/day

480 /F

TERMINAL

The following observations were noted:

horta
Trachea
Lungs

Lymph nodes
Liver

Liver Perls'
Spleen Perls'
Pancreas
Kidneys

Urinary bladder
Uterus

Ovaries
Thyroids
Pituitary
Salivary gland
Oesophagus
Stomach

Caecum

Skeletal muscle
Eyes

Spinal cord
Brain

Sternum

(Missing)

(Missing)

(Missing)

(Missing)

(Missing) .
(Missing)

Moderate Perls' positive material.
(Missing)

Focus of dilated cortical tubules with eosinophilic
contents.

{Missing)

(Missing)

(Missing)

(Missing)

(Migsing)

(Missing)

(Mrssing)

Foci of submucosal adipose tissue(g).
Minimal lymphoid hyperplasia.
(Missing)

(Massing)

(Missing)

{Missing)

(Missing)

The following tissues were considered normal:

Heart, Spleen,

Adrenals, Duodenum, Jejunum, Ileum, Colon.

Pathologist: LeE.Fish

Date: 24 OctBS5



APPENDIX

(Pathology - continued)

1F0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 481 /F

Degsignated: TERMINAL

The following observations were noted:

Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid
aggregates. Moderate foci of pigmented macrophages.

Lymph nodes (Missing)

Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls' Moderate Perls' positive material.

Pancreas (Missing)

Urinary bladder (Misging)

Stomach Foci of submucosal adipose tiassue(g).

Eyas (Missing)

The following tissues were considered normal:
Aorta, Trachea, Heart, Liver, Spleen, Kidneys, Uterus, Ovaries, Thyroids,

Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum,
Caecum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8%



APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 483 /P

Designated: TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Moderate peribronchiolar lymphoid aggregates. Moderate
bronchiolar epithelial hypertrophy with prominent
goblet cells. Moderate peribronchiolar acini with
inflammation. Minimal pneumonitis.

Lymph nodes Abscess.

Liver Minimal vacuolated hepatocytes.
Spleen Perls’ Marked Perls' positive material.
Ovaries No corpora lutea.

Adrenals Focus of vacuolated cortical cells.
Stomach Foci of submucosal adipose tissue(g).
Eyes (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, Uterus,
Thyroids, Pituitary, Salivary gland, Oesophagus, Duodenum, Jejunum, Ileum,
Caecum, (olon, Skeletal muscle, Spinal cord, Brain, Sternum.

Pathologist: L.E.Fish

Date: 24 OctB8S5
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Comggund:

Level:

Rat No./Sex: R

Designated:

APPENDIX

(Pathology ~ continued)

IF0/26/27 !
Individual Animal Histopathology
ITF 282
85 mg/kg/day

484 /F

TERMINAL

The following observations were noted:

Aorta
Trachea
Lungs

Lymph nodes
Spleen Perls’
Pancreas
Kidneys

Urinary bladder
Uterus

Ovariaes
Thyroids
Pituitary
Salivary gland
Oesophagus
Stomach

Colon

Skeletal muscle
Eyes

Spinal ocord
Brain

Sternum

(Missing)

(Missing)

Minimal peribronchiolar lymphoid aggregates. Minimal
foci of pigmented macrophages. Foci of alveolar
haemorrhage.

(Migsing)

Moderate Perls' positive material.

{Migssing)

Minimal foci of dilated cortical tubules with
eosinophilic contents.

{Missing)

(Missing)

(Missing)

(Missing)

(Migsing)

({Miasing)

(Missing)

Foci of submucosal adipose tissue(g).

Minimal lymphoid hyperplasia.

(Missing)

(Missing)

(Missing)

(Missing)

(Missing)

The following tissues were considered normal:
Heart, Liver, Liver Perls', Spleen, Adrenals, Duodenum, Jejunum, Ileum, Caecum.

Patholagist: L.E.Fish

Date: 24 Oct85



APPENDIX

(Pathology - continued)

IrO/26/27

Individual Animal Histopathology

Compound : ITF 282
Level: 85 mg/kg/day

Rat No./Sex: R 487 /F

Designated:  TERMINAL

The following observations were noted:

Trachea Minimal subepithelial inflammation.

Lungs Minimal pneumonitis. Minimal bronchiolar epithelial
hypertrophy with prominent goblet cells. Minimal
peribronchiolar lymphoid aggregates.

Lymph nodes (Missing)

Spleen Perls' Moderate Perls' positive material.

Kidneys Minimal foci of dilated cortical tubules with
eosinophilic contents.

Ovaries No corpora lutea.

Colon Minimal lymphoid hyperplasia.

Eyes (Missing)

Spinal cord (Missing)

Brain (Missing)

The following tissues were considered normal:

Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, Uterus,
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum,
Jejunum, Ileum, Caecum, Skeletal muscle, Sternum.

Pathologist: L.E.Fish

Date: 24 Oct8S
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282
Level: . 85 mg/kg/day

Rat No./Sex: R 489 /F

Designated: TERMINAL

The following observations were noted:

Aorta (Missing)

Trachea (Missing)

Lungs (Missing)

Lymph nodes (Missing)

Liver Perls’ Trace of centrilobular Perls' positive material.
Spleen Perls’ Marked Perls' positive material.

Pancreas {Missing)

Kidneys Minimal foci of interstitial mononuclear cells. Focus

of dilated cortical tubules with eosinophilic
contents.

Urinary bladder (Missing)
Uterus (Missing)
Ovaries (Missing)
Thyroids (Missing)
Pitui tary (Missing)
Salivary gland (Missing)
Oesophagus (Missing)
Skeletal muscle (Missing)
Eyes (Missing)
Spinal cord (Missing)
Brain (Missing)
Sternum {Missing)

The following tissues were considered normal:

Heart, Liver, Spleen, Adrenals, Stomach, Duodenum, Jejunum, Ileum, Caecum,
Colon.

Pathologist: L.E.Fish -

Date: 24 Oct8S
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APPENDIX

(Pathology - continued)

IF0/26/27

Individual Animal Histopathology

Compound: ITF 282

Level: 85 mg/kg/day

Rat No./Sex: R 490 /F

Designated:  TERMINAL

The following observations were noted:

Aorta (Missing)

Trachea (Missing)

Lungs (Missing)

Lymph nodes (Missing) .

Liver Perls' Trace of centrilobular Perls' positive material.

Spleen Perls’ Moderate Perls' positive material.

Pancreas (Missing)

Urinary bladder (Missing) .

Uterus (Missing)

Ovaries (Migsing)

Thyrolds (Migsing)

Pituitary (Migsing)

Salivary gland (Missing)

Oesophagus (Missing)’

Stomach Foci of submucosal adipose tissue(g).

Caecum Minimal mucosal inflammation. Minimal submucosal
inflammation. Minimal submucosal oedema.

Colon Minimal mucosal inflammation. Minimal submucosal
inflammation.

Skeletal muscle (Missing) :

Eyes (Missing) N

Spinal oord (Missing)

Brain (Missing)

Sternum (Missing)

The following tissues were considered normal:
Heart, Liver, Spleen, Kidneys, Adrenals, Duodenum, Jejunum, Ileum.

Pathologist: L.E.Fish

Date: 24 Oct8S



